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“The use of alcohol in an ‘Antabuse’-treated 
patient results in physical symptoms which 
make continued drinking impossible... few 
if any medical contraindications exist.” 
*Feldman, D. J.: Ann. Int. Med. 44:78 (Jan.) 1956. 


@ “chemical fence’ for the alcoholic 


pes 


went out...only U returned 


If applied to an army patrol, those figures would be disas- 
trous. But—referring to schizophrenic patients discharged 
from a mental institution after vears of confinement — 
they are outstanding. 

A recent follow-up study* of 67 institutionalized schizo- 
phrenies, many previously refractory to other therapy, 
showed these remarkable results with Pacatal: 


23 (or 34 per cent) were able to leave the hospital. Only 
6 had to return for further treatment. 


Paeatal, unlike some earlier phenothiazine compounds, 
ealms without sedating. It normalizes the thinking proc- 
esses of the disturbed patient, yet leaves him alert and 
cooperative. On Paeatal, patients ‘‘became more accessi- 
ble for psychotherapy and integrated more easily into the 
group.’’* Average dosage is 25 mg. three or four times 
daily. Literature available. 

Supplied: 25 and 50 mg. tablets in bottles of 100 and 500. 
Also available in 2 ee. ampuls (25 mg./ee.) for paren- 
teral use. 

*Vorbusch, H.: Mepazine [Pacatal] in the Treatment of Psychi- 
atric Disorders with One Year Follow-up, in press. 


for normalization, not sedation 


Pacatal 


(brand of mepazine) 
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Now in one instrument... 

a safe, soothing high frequency kon 
current for painless sedation eee 
without drugs and a powerful 
convulsive current at the 
very least as efficient 

as the strongest AC machine, 
but with increased safety i 
due to automatically | 
reduced side effects. 


MODEL SOS 
REITER SEDAC-STIMULATOR 


Now with Model SOS, Reiter SedAc- 


Stimulator, sedative and convulsive’ | 
therapies may be given with one ma- , X 
chine. A one knob control withasafety | » \ 
spring lock permits simple transition | AN 

from sedative to convulsive currents. | \ \ 


In ECT, the significantly increased | 
efficiency of the Reiter unidirectional | 
current offers greater therapeutic and 

convulsive effectiveness. 


Patients may be treated so they are 
quickly clear and bright following 
treatment ... apnea, thrust, agitation 
and confusion are notably minimized. 


The Reiter SedAc current establishes 
better transference ... patients fears 
are relaxed ...they become com- 
municative. 


Anxious aversion to EST is greatly 
minimized by application of the 
SedAc current prior to treatment. Only | 
the gentle SedAc stimulation | 
remembered. 


Literature available on request. 
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MODEL SOS PROVIDES FOR: 


CONVULSIVE THERAPY 
maximum convulsive and 
therapeutic efficiency 


NON-CONVULSIVE THERAPIES 
ELECTRO-SLEEP THERAPY 


FOCAL TREATMENT 
unilateral and bilateral 


MONO-POLAR TREATMENT 
non-convulsive or convulsive 


_BARBITURATE COMA 
_and other respiratory problems 


MILD SEDAC 
without sedation 


DEEP SEDAC THERAPY 
with sedation 


PRE-CONVULSIVE SEDAC 
for anxious patients 
who resist EST 


POST-CONVULSION SEDAC 
for deep sleep 


NEUROLOGICAL CONDITIONS 


Model SOS contains the Reiter uni- 
directional currents and three new 
SedAc ranges as part of the single 
selector control. Model S is available 
without the SedAc -current (may be 
used with separate SedAc attach- 
ment). The SedAc is also available 
as a self-powered instrument. 


REUBEN REITER, Se.D 


64 WEST 48th STREET, 
_ NEW YORK 36, N. Y. 
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Ai Clinically confirmed 
case histories** 


CONFIRMED EFFICACY 


: Deprol ® acts promptly to control depression 
without stimulation 
> restores natural sleep 
> reduces depressive rumination and crying 
> often makes electroshock unnecessary 


Alexander reports 57% recovery within 
an average of eight weeks.’ 


DOCUMENTED SAFETY 


Deprol is unlike amine-oxidase inhibitors 
> does not adversely affect blood pressure 
or sexual function F 
> causes no excessive elation 
produces no liver toxicity 


* ing dose is 1 tablet 
does not interfere with other drug therapies ‘When necessary, 


this dose may be grad- 


e Deprol is unlike central nervous stimulants ually inereased up to 
3 tablets q.i.d. 
& does not cause insomnia 
Composition: Each 


& produces no amphetamine-like jitteriness tablet contains 400 


mg. meprobamate and 


& does not depress appetite 1 mg. 2-diethylamino- 
ethyl! benzilate hydro- 
has no depression-producing aftereffects chloride (benactyzine 
HGl). 
can be used freely in hypertension and 
: in unstable personalities ‘ 50 scored tablets. 
; 1. Alexander, L.: Chemotherapy of depression—Use of meprobamat bined with benactyzine (2-diethy! hy! benzilate) 
ij treace-warg hydrochloride. J.A.M.A. 166:1019, March 1, 1958. 2. Current i ications; in the files of Wallace Laboratories. 


Literature and samples on request Q¥° WALLACE LABORATORIES, New Brunswick, N.J. 
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NOW AVAILABLE 


more convenient therapy for your myasthenic patients 


NEW 


TABLETS 


provide, in slow release form, 
the specific antimyasthenic action of Mestinon... 
smooth, sustained control of symptoms... relative 
freedom from muscarinic side effects. 


The immediate action of a 180-mg Mestinon Timespan is about 
equal to that of a 60-mg conventional tablet.’ 

The duration of effectiveness of Mestinon Timespan tablets 
varies from patient to patient, but averages about two-and-one- 
half times that of regular Mestinon.? 

Symptomatic control is possible with fewer daily doses. 


References: 
1. K. E. Osserman, Myasthenia Gravis, 1958, Grune & Stratton, New York. 
‘ 2. R. S. Schwab, K. E. Osserman and J. E. Tether, J.A.M.A., 165:671, 1957. 


MESTINON® BROMIDE—brand of pyridostigmin bromide 
TIMESPAN® 
ROCHE — Reg. U. S. Pat. Off. 


ez ROCHE LABORATORIES . Division of Hoffmann-La Roche Inc « Nutley 10 « New Jersey 
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Better protection against relapse with Compazine* Spansule‘ capsules 


With ‘Compazine’ Spansule capsule therapy you maintain firmer and more 
continuous control of psychotic behavior than with usual tablet therapy 
Hard-won control of psychotic behavior is too often jeopardized by sudden falls in 


drug levels due to skipped or forgotten doses of t.id. and q.i.d. tablet medication. 


Because one ‘Spansule’ capsule sustains an unvarying therapeutic level of “Compazine’ 
for 10 to 12 hours, ‘Compazine’ Spansule capsule therapy protects your patient from 
these sudden falls in drug levels that may lead to a breakthrough of symptoms. 


Administered only qizh, “Compazine’ Spansule capsules help you maintain con- 
tinuous, all-day and all-night control of psychotic behavior. 


Available: NEW 75 mg. “‘Compazine’ Spansule capsules—also in strengths of 10 mg., 
Is mg. and 30 mg. 
If it’s a ‘Spansule’ brand capsule, it’s made and marketed only by 

Smith Kline & French Laboratories 


first ¥ in sustained release oral medication 


*T.M. Reg. U.S. Pat. Off. for prochlorperazine, S.K.F. 
tT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.F. 
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Migraine and Seizure States in Children 


CaRY SUTER, M.D., WALTER O. KLINGMAN, M.D., HARRY AUSTIN, M.D., 
and O. W. Lacy, PH.D. A) 


This is a report of a study of 55 cases of 
migraine seen in children referred to the 
Seizure Control Clinic of the University of 
Virginia Hospital during a two year period 
from January 1, 1955 to December 31, 1956. 
Since the clinic is primarily for the diagnosis 
and treatment of epilepsy, these patients 
were referred with a tentative diagnosis of 
a seizure state, and in 33 cases definite seiz- 
ures either of a focal, grand mal, or petit 
mal type had occurred at one time or an- 
other. In 22 cases no positive history of 
seizures could be obtained and a diagnosis 
of migraine alone was made. During this 
period a number of other children with seiz- 
ures were seen who complained of headache 
or other symptoms which might be a part 
of a migraine syndrome, but a definite diag- 
nosis could not be made in these cases and 
they were not included in this study. These 
55 cases were seen during a period when ap- 
proximately 1,000 children attended the 
Seizure Control Clinic. This suggests that 
at least 5.5 per cent of children seen in the 
clinic for epilepsy may have a migraine syn- 
drome and that 3 to 4 per cent of children 
with seizures also have migraine. 

The findings in these 55 cases have been 
summarized in the following tables in which 
are made comparisons between the 33 cases 
with both seizures and migraine and the 22 
cases of migraine without seizures. 

As can be seen from Table 1, 30 of the pa- 
tients were female and 25 were male, with 
no difference obtaining between the group 
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with seizures and migraine and the group 
with migraine alone. 

The age of onset of migraine attacks was 
not significantly different between the group 
with migraine and seizures and the group 
with migraine alone. Of the 55 cases 28, or 
approximately 50 per cent began between 
birth and the sixth year. Eighteen began 
between 6 and 11 years of age and nine be- 
tween 11 and 15 years of age. In 11 patients 
or 20 per cent of the total, attacks began 
during or before the second year. In the 
patients with seizures the convulsions usu- 
ally occurred sometime after the beginning 
of migraine symptoms, though at times the 
two occurred at approximately the same age. 
In two cases the only seizures recorded were 
so-called febrile convulsions in infancy with 
the migraine syndrome beginning later. 


The frequency of attacks of migraine was 
so variable that no accurate tabulation is a 
possible. In general, however, the patients iy 
could be divided into three groups. One 
group showed infrequently recurring attacks 
of migraine over a fairly long period of 
time, such as an attack every one to six 
months. Another group showed a period of 
one month to a year when migraine attacks 
were very frequent, ranging from daily to 
once a week. These patients usually showed 
a period before and after when they had less 
frequent, but similar attacks. Often this 
period of increased frequency was associated 
with some rather obvious psychological 
stress. Finally, the third group experienced 
severe attacks of migraine syndrome, with 
severe vomiting, which might last for as 
long as a week, these individual, prolonged 
episodes occurring at relatively infrequent 
intervals of one to 12 months, 

In the group of patients with seizures, the 
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frequency of seizures is remarkable because 
in at least 75 per cent of these cases, the 
total number of seizures has been 10 or less; 
and in the relatively few patients who had 
more attacks, the episodes have usually 
been concentrated in a relatively short pe- 
riod of time, varying from three months to 
two years. In only two patients have seiz- 
ures continued over a number of years with 
any frequency. One of these, in addition 
to migraine attacks, had typical psychomo- 
tor seizures and has had a temporal lobe 
focus in the electroencephalogram on re- 
peated recordings. This patient suffered a 
rather severe trauma to the head shortly 
before the onset of seizures. The other pa- 
tient with continuing seizures has typical 
petit mal attacks, these occurring apparently 
without relationship to the migraine epi- 
sodes and showing the typical petit mal elec- 
troencephalographic pattern. 

At least one electroencephalogram was re- 
corded in 49 of the 55 cases. Of these 21 
were normal and 28 abnormal. There was a 
significantly greater frequency of focal ab- 
normalities in the electroencephalograms of 
the group with seizures. While approxi- 
mately one-half of the patients with mi- 
graine alone, in the group having EEG’s re- 
corded, showed abnormalities, nearly two- 
thirds of the group with seizures showed 
such abnormality. Not only were there 
fewer abnormal EEG’s among the patients 
with migraine alone but these were also not 
as abnormal and did not show any definite 
focal abnormality except in one case (Fig. 
1). A few of the patients with seizures who 
showed focal EEG changes have been fol- 


Fig. 1. Focal abnormality (Right occipital parie- 
tal dysrhythmia) in EEG of patient with migraine 
alone. 
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Fig. 2-A. Left temporal lobe spike discharge in 
EEG of patient with prolonged (2-3 days) attacks 
of headache, nausea and vomiting, fever, lethargy, 
and at times generalized convulsions. 


Fig. 2-B. EEG of same patient on phenobarbital 
and after freedom from attacks for one year. 


lowed with serial tests and in some of these 
focal abnormality has disappeared (Fig. 2), 
while in others it has persisted. With the 
disappearance of the focal abnormality there 
has always been a similar improvement in 
the clinical situation. 


It is of interest that only one patient out 
of the 55 showed a typical generalized par- 
oxysmal dysrhythmia of the three per sec- 
ond spike and wave type, and thus is the only 
case which could be said to have so-called 
centrencephalic type seizures. This finding 
is of importance because this type of seizure 
state and seizure discharge is that most often 
associated with a family history of epilepsy. 
A review of the family history showed a par- 
ticularly large number of positive family his- 
tories for migraine in the entire group of 
patients—36 cases or 65 per cent having 
such a positive family history. There is no 
difference between the percentage of family 
history for migraine in the patients with 
seizures and those without them. On the 
other hand there is a relatively low percent- 
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age of family history of epilepsy, there being 
only seven such positive family histories in 
the entire group, five of these among the 33 
patients with seizures and two among the 22 
with migraine alone. 

In both groups the effect of a disturbed 
emotional situation was evident as a precip- 
itating factor, both of individual attacks and 
of a series of frequent attacks of migraine. 
The part psychological factors play in bring- 
ing about the actual seizure episodes is not 
evident, but in slightly more than two-thirds 
of the cases strong psychic influences appear 
to be at work. Among the 55 cases there 
were 31 in which there was a particularly 
upset emotional situation. In 12 of these 
there was a problem with both the home and 
school; in 12 cases there was primarily a 
home problem; and in 7 cases primarily a 
school problem. In nine of these 31 cases 
the emotional situation involved a broken 
home. In some cases improvement of symp- 
toms was associated with the patient’s re- 
moval from a difficult family or school sit- 
uation. Though some of the patients were 
referred to mental hygiene clinics and re- 
ceived psychotherapy, in general, more dra- 
matic results seemed to occur from a major 
situational change as change in foster home 
or a change in the school or the teacher. 
Several of the patients with only migraine 
were incapacitated to the point that they 
could not attend school. 

As for the symptoms primarily associated 
with migraine attacks, the most common 
were, of course, headache, nausea, and vom- 
iting, since the presence of at least one of 
these was used as a criterion for a diagnosis 
of migraine. In many patients the typical 
symptoms of headache, nausea, and vomiting 
did not occur in direct association with seiz- 
ures; and in some patients with migraine 
alone, symptoms of vomiting, or other por- 
tions of the migraine syndrome occurred 
without headache. In general, although the 
headaches were reported upon questioning, 
they were not the most prominent part of 
the initial complaint in most patients. In 21 
cases, or about 40 per cent, the headache 
was typically temporal and unilateral. In 14, 
the headache was frontal and temporal and 
bilateral. In 15 it either was generalized or 
not explicitly reported with respect to loca- 
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tion. In two it was primarily occipital, and 
in three headache was not a prominent symp- 
tom. Only two of the patients had no nau- 
sea and vomiting. Of the 55 cases 53 had 
nausea and 45 had vomiting. 

Abdominal pain or discomfort, occurring 
somewhat more frequently in patients with 
seizures, was reported in 17 cases or 30 per 
cent of the total. Twelve of the 33 patients 
with seizures reported this complaint, 
whereas only five of the 22 patients with 
migraine alone complained of abdominal pain 
or discomfort. There was no particular re- 
lationship between this symptom and the 
findings on the electroencephalogram. 

In 20 patients or 36 per cent, some visual 
disturbance was present at one time or an- 
other in association with attacks. Four- 
teen complained simply of blurred vision, 
five of a prodrome of glimmering or dancing 
lights and dots, five of hemianopsia, five of 
photophobia, one of scotomata, and one of 
distortion of the shape and size of objects. 

Twenty cases reported a denite period of 
drowsiness or sleep following the migraine 
attack. In two cases this tendency to go 
into a deep sleep was the initial complaint 
which brought the patient to the physician 
and in one patient, at least, the parent in 
treating this sleepiness with a patented med- 
icine containing caffeine apparently brought 
about a marked relief of the migraine syn- 
drome. 

Focal changes in the extremities were re- 
ported in 18 cases or 33 per cent. These 
included five cases with numbness alone, 
three cases with both numbness and jerk- 
ing, and 10 cases in which there were some 
jerky movements followed by weakness. Re- 
garding these cases there was considerable 
difficulty in making a decision as to whether 
the attacks constituted a convulsive disor- 
der, since in some cases the focal changes 
occurred at one time by themselves and at 
another as a prodrome leading to a general- 
ized seizure. When a seizure did not occur 
such changes were usually associated with 
or followed by a typical headache. 

Other less frequent symptoms included 
definite pallor associated with attacks, re- 
ported by 11 cases; nightmares, and some 
elevation of temperature, each reported by 
eight cases; confusion associated with at- 
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TABLE I 
Alone With Total 
Seizures 
SEX 
AGE: 
8 9 17 
EEG FINDINGS: 
Abnormal Difuse .................... 8 9 17 
POSITIVE FAMILY HISTORY: 
MAJOR SYMPTOMS: 
a. Temporal and unilateral... 9 12 21 
b. Frontotemporal and _ bilat- 
d. Generalized or no location ‘ 

7 8 15 
17 28 45 
4—VISUAL DISTURBANCES ............ 8 12 20 

a. Blurred vision .................:.... 6 8 14 
Memianopsia 3 2 5 
2 3 5 
3 2 5 
f. Shape distortion .................. 0 1 
5—ABDOMINAL PAIN 5 12 17 
6—DROWSINESG. 10 10 20 
7—FOocAL CHANGES IN EXTREM- 
Results of Treatment 
6 9 22 
Dilantin and Barb. .................. 1 4 
Dilantin and Barb. ...........:...:.. 1 5 6 
Dilantin and Barb. ................ 0 0 0 
Dilantin and Barb. .................. 0 "4 2 
1 1 2 


22 


33 


55 
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tacks, reported by seven; syncope, and some 
degree of aphasia, each reported six times; 
enuresis, reported four times, and diarrhea, 
reported twice. 

The results of treatment of these cases are 
presented in Table 1. In general, the results 
were very good for control of both seizures 
and migraine. Control of both was obtained 
for a period of a year or more in 24 cases or 
approximately 43 per cent, and another 22 
cases were definitely improved, this indicat- 
ing a control of one or the other type of at- 
tacks or a marked reduction in both. Thus, 
83 per cent of these cases were either con- 
trolled or improved. 

Most of the cases were treated with bar- 
biturates and/or some other anticonvulsant 
drug. The drug treatment given is also in- 
dicated in Table 1. One of the major find- 
ings of this study is the rather dramatic re- 
sponse of cases with migraine, and with mi- 
graine and seizures, at least in children, to 
continuous medication with rather small 
doses of anticonvulsant drugs, particularly 
of the barbiturate family, though in some 
cases the response was better when drugs 
of the hydantoin group were added. Bar- 
biturates usually consisted of phenobarbital 
administered in doses of 16 mg or 32 mg 
b.i.d. or t.i.d. and Mebaral 32 mg b.i.d. or 
t.i.d. Dilantin was usually given in doses 
varying from 32 mg b.i.d. or q.i.d. to 100 mg 
b.i.d. 


Though it is true that the principle of be- 
ginning treatment with the barbiturates was 
followed and thus no good control is avail- 
able between no treatment, barbiturates, and 
hydantoin, the fluctuations of symptoms in 
individual cases when barbiturates were 
stopped and started has convinced us of the 
usefulness of these drugs. 


Prior to being treated in the Seizure Con- 
trol Clinic, only a few of these patients had 
been put on continuous prophylactic medi- 
cation and the definite response to this was 
quite striking. The response to continuous 
medication was much better than that to 
symptomatic medication of the more specific 
type such as Ergotamine or Cafergot given 
at the time of the attacks, though in some 
cases these preparations were useful in the 
relief of individual attacks. 
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Discussion 

Migraine and Epilepsy 

The first clinician to attempt a correlation 
of migraine with epilepsy was Tissot’ who 
reported observations covering the period 
1781-83. He described cases in which he 
had noted convulsive movements of the fa- 
cial muscles as well as generalized convul- 
sions associated with migraine. How clearly 
defined migraine was at that time is uncer- 
tain; however, the occurrence of both mi- 
graine and epilepsy in the same person later 
was noted and recorded by Liveing,* Hare,* 
and Fere* between 1870 and 1890. In Fere’s 
report also had been noted the presence of 
migraine in the ascendants and descendants 
of persons subject to the disorder. 


Later Wernicke,* and in our country, 
Spratling® and Spiller’ called attention to 
the relation of migraine and epilepsy. In 
1930 Ely reported 171 cases of epilepsy and 
15.2 per cent of this group also had mi- 
graine.* At the same time he also reported 
a group of 104 cases of migraine in which 
8.6 per cent also had epilepsy. In the cases 
of epilepsy 60.8 per cent reported a history 
of migraine in their ancestry. Stanley Cobb 
a few years later in a very extensive review 
of epilepsy found the occurrence of migraine 
in the ancestors of a normal control group to 
be 15 per thousand in contrast to the oc- 
currence of migraine among relatives of pa- 
tients with epilepsy at the rate of 43 per 
thousand.° 

Others, such as Phillips’? and Gowers” 
had differing opinions; the dissenters, how- 
ever, have never presented any control stud- 
ies. Gowers, in 1901, nevertheless reported 
90 cases with referred sensations to the head 
that preceded epileptic seizures. Later Pen- 
field and Kristiansen’’ reported a higher in- 
cidence and that many patients complained 
of headache as a prodromal symptom prior 
to an attack, with hours or even days inter- 
vening between the headache and the sub- 
sequent seizure. 

Another extensive series was reported by 
Paskind,'* who reviewed 3,326 of Patrick’s 
patient records. In this group 783 had epi- 
lepsy. The series also included 331 cases 
without neurological or psychiatric disor- 
ders or in the family history. This latter 
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group was considered as a control group. In 
the group of 783 cases of epilepsy, 35.2 per 
cent had a history of migraine in the fam- 
ily, 30.8 per cent had a history of migraine 
in a parent and 8.4 per cent had a history of 
migraine themselves. Of interest in this 
connection is Putnam’s finding of a 23.3 per 
cent occurrence of migraine in the 342 cases 
of trigeminal neuralgia, which must also be 
considered another related episodic paroxys- 
mal disorder." 

Lennox’* has studied the relationship of 
migraine and epilepsy extensively and re- 
ported that both epilepsy and migraine oc- 
curred in 9.2 per cent of a series of 240 
patients with seizures. He further reported 
a greater percentage of positive family his- 
tory of migraine among the relatives of pa- 
tients with epilepsy than among the relatives 
of a control group, and a slightly greater 
history of epilepsy among relatives of pa- 
tients with migraine. 


Migraine in Children 


In recent years Glaser,** 
Krupp and Friedman,’? Michael and Wil- 
liams,”° and Burke and Peters*! have re- 
ported studies of migraine in children. All 
agree that migraine is more frequent in 
childhood than is commonly recognized and 
may have its onset at a very early age. Vahl- 
quist’s study of Swedish school children 
showed an incidence of 4.5 per cent of mi- 
graine in children 10 to 12 years old, with 
1.9 per cent of these children reporting an 
onset before the age of six. There is also 
common agreement that a positive family 
history of migraine may be obtained in a 
large percentage of cases, that psychologi- 
cal stress often acts to trigger off attacks, 
and that abdominal symptoms are more 
prominent than headache symptoms in chil- 
dren. Also in one or another of these re- 
ports reference is made to the associated 
symptoms of visual disturbance, focal numb- 
ness and weakness, syncope, pallor, night- 
mares, aphasia, etc., which have been re- 
corded in our study. 

There is much less agreement, however, 
as to the importance and frequency of 
convulsive disorders and electroencephalo- 
graphic changes associated with migraine in 
children. This subject is not touched upon 
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in Vahlquist’s reports, and in the 50 cases 
reported by Krupp and Friedman no asso- 
ciated convulsive disorder was found. On 
the other hand, five of the 20 cases reported 
by Michael and Williams had convulsions 
and of the 14 cases in which an EEG was 
done, 13 had an abnormal record. Of the 
92 cases reported by Burke and Peters, seven 
had convulsions and of the 67 in which 
EEG’s were obtained, 46 or over two-thirds 
had abnormal records. It is not suggested 
in any of these reports that the abnormali- 
ties seen in the electroencephalographic rec- 
ord are of any certain type. 

Another series of reports**:**:***> concern- 
ing abdominal pain in children emphasizes 
the association with epilepsy and the large 
percentage of electroencephalographic ab- 
normalities in this condition. Migraine was 
apparently absent or very infrequent in the 
cases reported in these studies, though in 
the original report of Klingman, Langford, 
Greely, and Hoefer,** it was mentioned as oc- 
curring in some cases, The same finding of 
frequent EEG abnormality and associated 
convulsions is reported by Millichap, Lom- 
broso, and Lennox’ in 33 cases of cyclic 
vomiting. All of these cases had some EEG 
abnormality and nine had experienced con- 
vulsions; twelve of these cases, however, 
had migraine. 

Abnormalities in the electroencephalo- 
grams of adults with migraine have been re- 
ported by Engel, Ferris, and Romano,** and 
by Friedman and Cohn.** These reports, and 
those concerned with abdominal pain and 
cyclic vomiting in children, at least suggest 
a relationship of migraine to a primary epi- 
leptogenic, and hence neuronal, disorder. A 
recent report by Bartachi-Rochaix’’ supports 
the opposite view, that the changes seen in 
the EEG’s of patients with migraine are not 
specific for an epileptogenic discharge, but 
rather, are related to a more transitory vaso- 
motor change and are not, therefore, related 
to epilepsy as such. 


Present Study 


- This study of 55 cases of migraine con- 
firms the findings of others that migraine 
occurs relatively frequently, and often at an 
early age, in childhood, that there is usually 
a family history of migraine, and that psy- 
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chological factors often trigger attacks. This 
would indicate that in any episodic condition 
occurring in childhood, the possibility of a 
migraine syndrome should be given at least 
as much consideration in differential diag- 
nosis as a syndrome related to epilepsy. A 
positive family history, if obtained, is often 
helpful in supporting this diagnosis, particu- 
larly in young children. It has been our ex- 
perience, however, that direct questioning of 
the parents and other relatives is often nec- 
essary to secure a true history. There are 
many mothers of patients who are not aware 
that their husband in his childhood and ado- 
lescence suffered from typical migraine at- 
tacks. In turn mothers and/or fathers will 
not often recount their own attacks of mi- 
graine suffered in the past, unless specifi-~ 
cally asked about it. If the parents’ attacks 
have also been atypical, a reliable history is 
not likely unless questions are put concern- 
ing some of the atypical types of attacks. 


It is evident from this study that related 
to the migraine tendency in children there 
may be a number of other symptoms which 
may occur alone or may overshadow the typ- 
ical headache symptoms, These include ei- 
ther focal or generalized convulsive seizures, 
severe vomiting attacks, visual disturbances, 
fever, syncope, confusion, aphasia, night- 
mares, and focal numbness, jerking, or weak- 
ness. All of these symptoms can logically be 
related to cerebral vascular changes occur- 
ring as part of the migraine syndrome. If 
this is true then the seizures, at least in 
many cases, are truly secondary in nature 
and should disappear with the alleviation of 
the temporary vascular changes. The infre- 
quency of, and the transitory nature of, con- 
vulsive symptoms in the present series of 
cases would suggest that in most instances 
the convulsive attacks really were secondary 
to relatively transitory vascular changes and 
not a manifestation of a more permanent epi- 
leptogenic disorder. This notion is further 
supported by the non-specific changes seen 
in the electroencephalograms of these pa- 
tients, among whom only one case was found 
with a true centrencephalic type of dis- 
charge. 

This study supports the suggestion previ- 
ously made that anticonvulsant medication 
may be very effective in the control of mi- 
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graine disorders. In more than 80 per cent 
of our cases, definite improvement was 
brought about by regular, continuous medi- 
cation either with a barbiturate, or hydan- 
toin, or both. In a few isolated cases, other 
medications were effective. There seems to 
be a hesitancy to put a child upon a regular 
medication regime of either barbiturates or 
hydantoin; nevertheless, the severity of the 
migraine syndrome in many children cer- 
tainly justifies a trial of this treatment. 

The fact that good results may be obtained 
from anticonvulsive medication is not a defi- 
nite proof of the essential epileptic nature 
of the migraine disorder. The effectiveness 
of phenobarbital in many of our cases indeed 
suggests a sedative as well as an anticonvul- 
sive effect. It appears from our cases that 
a decrease in emotional irritability may be 
a primary factor in the result. Some of our 
cases without any apparent change in their 
emotional situation received dramatic effect 
from medication; other cases did not im- 
prove, however, until the emotional and psy- 
chological factors were relieved. Our study 
thus strongly supports the importance of at- 
tention to psychological factors as well as 
to continuous medication. In many cases ra- 
ther extreme apprehension on the part of the 
parents over the diagnosis of “epilepsy” was 
relieved when the diagnosis of “migraine” 
was made instead, and this change alone was 
thought to be partly responsible for the im- 
provement of the child. 

In this study other drugs of the tranquil- 
izing type were not used, but it is certainly 
possible that these drugs also used on a long 
term basis may act as prophylactic meas- 
ures. 

From our study it appears that theoreti- 
cally at least several situations are possible 
in the child who reports to a seizure clinic 
with a tentative clinical diagnosis of both 
migraine and seizures. First, the condition 
may simply be one of migraine attacks which 
due to their severity are mistaken for con- 
vulsive seizures. Second, seizures may ac- 
tually occur, but may often be focal in nature 
and definitely secondary to vascular changes 
associated with migraine, and thus being 
truly secondary are but simply another 
symptom of the migraine phenomena. Third, 
migraine attacks and seizure episodes both 
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may be symptoms of .the same lesion such 
as a vascular abnormality, a cicatrix, or a 
mass lesion occurring in the same person. 
The occurrence of both migraine and seiz- 
ures in a few cases reporting head injury, 
both in our series and that of Burke and Pe- 
ters suggest this possibility. Fourth, mi- 
graine and seizures may occur as two sep- 
arate and possibly inherited tendencies in 
the same patient. This is, apparently, the 
situation in our one case with typical petit 
mal seizures—such a combination will cer- 
tainly occur as a matter of coincidence when 
two conditions are as common in the general 
population as are both migraine and seiz- 
ures. It is conceivable, fifth, that seizures 
may occur as a result of a more permanent 
neuronal damage brought about by repeated 
episodes of ischemia due to vasospasm suf- 
fered in a migraine attack, or due to throm- 
bosis occurring in a vessel repeatedly sub- 
ject to spasm. None of the cases in this 
series represent this picture, but we have 
seen a few cases among adults wherein ap- 
parently a thrombosis has occurred in a pa- 
tient who has suffered repeated severe mi- 
graine attacks for years. Following this the 
patient has had a focal seizure phenomena, 
and often the migraine has disappeared. It 
is possible, finally, that there may be a basic 
disorder which can occur in individuals and 
may Cause either neuronal or vascular reac- 
tions, either appearing together or sepa- 
rately. We have no evidence for this pos- 
sibility, but it is suggested by the occurrence 
in some cases of both migraine and seizures 
in the same family. 


Summary 


A series of 55 cases of migraine in chil- 
dren seen in the Seizure Control Clinic has 
been presented. The frequency of this con- 
dition in children and its occurrence at an 
early age have been emphasized. The theo- 
retical consideration of the relationship of 
seizure states to migraine has been dis- 
cussed with the general conclusion that se- 
vere migraine attacks may be mistaken for 
seizures in some cases, but that in many 
cases the convulsive phenomena is actually 
simply secondary to vascular changes re- 
lated to migraine. 

Excellent results from treatment combin- 
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A CORRECTION 


The Cumulative Index of DISEASES OF THE 
NERVOUS SYSTEM for 1958 does not correctly list 
the names of the authors of the article Ritalin and 
Serpasil Therapy in Chronic Psychoses, March, pg. 
122. The authors should read Tibor W. Wodraska, 
John C. Saunders and Nathan S. Kline. 
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The Unselected Group in Mental Hospitals and Group 


Treatment of Chronic Schizophrenics 
J. W. KLAPMAN, M.D. 


Because of prevalent conditions in many 
mental] hospitals outlined in a recently pub- 
lished work,’ it is very difficult to select pa- 
tients for group psychotherapy and to main- 
tain the selection once the group has started. 
In the hurdy-gurdy of the large institution 
practices there is usually a shortage of per- 
sonnel and often no one available to bring 
patients to the sessions nor to escort them 
back to their wards. The list of group ther- 
apy patients the therapist may send to the 
attendants may not be adhered to, and at- 
tendants may send chance selections, chosen 
by criteria known only to themselves. Group 
therapy membership becoming thus scram- 
bled a therapist in sheer resignation may 
decide to do what he can with what he ac- 
tually receives and to see what happens 
when the chips are allowed to fall where they 
will. 


In effect, what the therapist then achieves 
is a group of unselected, mostly chronic 
schizophrenics. Under such “free wheeling” 
conditions, it is logical to ask: Can anything 
be expected? Can any therapeutic results 
flow from such chaotic circumstances? 


Theoretically, it should be possible to pro- 
ceed with the group of unselected patients 
in a relatively non-directive and analytic 
technique. Role-playing, going around by 
asking each member what his opinion is 
about his neighbor, or of the institution, or a 
round in which each member describes the 
events leading up to his hospitalization, seem 
to be reasonable entrees. If there are a few 
better-preserved patients such means may 
start some interplay, but in a short time, 
unless the therapist is satisfied with only a 
two-way communication among one or two 
patients and the therapist, the action runs 
down, the patients become silent and inert. 
Too great a pressure for participation is apt 
to provoke strong resistance. What seems 


From the Chicago State Hospital. 

Presented at the Physicians’ Association section 
of the Illinois State Medical Society’s Annual meet- 
ing, May 1957. 


to be needed with an unselected group of 
largely withdrawn, unspontaneous, chronic 
schizophrenic patients is something capable 
of bringing about general participation, how- 
ever feeble, in the hope of stirring up more 
active interest eventually. Such means would 
have to be a “least common denominator.” 

This is not to say that intensive, non-di- 
rective group psychotherapy can have no 
scope in a large public hospital. Enough ma- 
terial can be selected from the young, fresh, 
recently admitted patients in their first or 
early psychotic breakdown, to keep a num- 
ber of therapists busy. But what about the 
others? 


Reflections on Psychotherapy Techniques 


“A pun is the lowest form of wit,” some 
wag has quipped, and everybody has climbed 
aboard that bandwagon. Therapists, too, are 
much concerned with table manners and 
watch their neighbors closely to see which 
fork or knife is to be used for each course. 


Considering closely that saw about a pun 
may show that the statement is no interdic- 
tion, but merely indicates an order of wit, 
lesser than some kinds of wit, but not with- 
out merit. A penny is the lowest unit in our 
monetary system, but it still has value. A 
pun is wit and doesn’t merit the obloquy into 
which it seems to have fallen. Even if we 
grant that intensive, psychoanalytic group 
psychotherapy is the highest form of group 
treatment (which this writer does not) it 
does not mean that other forms have no 
merit. But here the analogy ends, for who 
shall judge of the value of an art which 
opens the first little chink that permits light 
to penetrate the darkened prison of the hu- 
man mind? 

Somewhere in his collected papers Freud 
remarked that this is the method which 
suits his temperament best, but he had no 
doubt that another therapist might adopt a 
different approach. All he specified as psy- 
choanalysis was any method which takes 
transference and resistance as its start- 
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ing point or which takes them into account. 
Nevertheless, his disciples have set up a more 
dogmatic system than any he dreamed of. 
Corsini’ in a provocative treatment of this 
question has strongly suggested that the 
particular technique of any therapist is prac- 
tically a direct outgrowth of his personality 
characteristics. With this there can be lit- 
tle quarrel. What he failed to take note of 
is that the method of any therapist, although 
it is the expression of the therapist’s per- 
sonality, is influenced by the indications and 
the needs of his patients, as the therapist 
perceives these. In other words, with the 
conscientious therapist there are some ob- 
jective determinants of his technique or 
method of approach to group therapy. 


Reflections on Schizophrenia 


It appears that there are many roads to 
schizophrenia. One of the most royal of 
them is by way of a vacuous mental content. 
In the absence of orienting concepts, in the 
absence of a pattern for action which places 
some reliance on a problem solving approach, 
the inner life of such individuals is a chaos 
upon which they float helplessly like corks 
in the water, without purpose and without 
reason, The affect may be fundamentally 
at fault, but whatever the basic pathology, 
it frequently results in a state of mental 
vacuity. If through some means order and 
purposefulness is initiated, that is certainly 
a structuring or restructuring of the person- 
ality, and is genuine psychotherapy in a very 
real sense. 

I have no exact laboratory finding to war- 
rant a speculation about the nature of the 
up-building process alluded to as psychic in- 
tegration, except clinical observation. From 
such observations it does not seem alto- 
gether too far-fetched to conceive of psychic 
functioning in two metabolic phases. There 
is a phase of anabolism, mostly in childhood 
when integrations are being built up. Under 
the most propitious conditions the anabolic 
phase never ceases, psychic growth process 
continues prominent to the end, e.g., among 
sages and seers. Speaking loosely, we may 
estimate that in the great masses of people 
the anabolic phase comes to a standstill in 
the early prime of life with a slow ascend- 
ency of psychic ketabolism. In schizophre- 
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nia, again speaking figuratively, what ap- 
pears to be a psychic ketabolism sets in early 
in life, with a varying speed of ascendency. 
In many chronic hospitalized schizophrenics 
this tearing down of integrations appears to 
be a prominent feature. On the basis of 
such a postulate the goal and aim of psycho- 
therapy with schizophrenics, especially those 
of any chronicity, would take a fairly dis- 
tinct turn. 

Again some analogy with physical disease 
processes seems probable. A disorder may 
begin with a functional derangement, but in 
time may come to involve structure. Just 
so may schizophrenia be considered to in- 
volve personality structural changes. With 
individuals who had perhaps never achieved 
a serviceable integration and with those in 
whom the ketabolic process has produced a 
psychic debacle, analytic psychotherapy does 
not appear appropriate nor very effective. 
The techniques of intensive analysis presup- 
pose a quantum which is analyzable, which 
some of the vacuous states encountered in a 
great many chronic schizophrenics does not 
afford. Neither, strictly speaking, does a 
methodology which can be characterized as 
synthesis seem appropriate. The needed ther- 
apy can be thought of as a stocking-up or 
restocking of a conceptual matrix for reality- 
testing, with hope of permitting synthesis in 
time, which, when far enough advanced, may 
in the future permit a process of analysis. 

The following is a record of the eighth ses- 
sion of a group of schizophrenics who, hav- 
ing been selected and more or less carefully 
matched, may represent better-preserved, 
more suitable patients for group psychother- 
apy. The session is chosen at random from 
some twenty recorded sessions. The thera- 
pist here is psychoanalytically oriented and 
probably abhors anything which is not non- 
directive therapy, but notice how, willy-nilly, 
he is forced to exert even dictatorial direc- 
tion and discipline. There doesn’t appear to 
be a common ground upon which therapist 
and patients can meet. These patients do 
not appear to gain an adequate conception 
of what the group therapy is about, and it 
is practically certain in their bewilderment 
they continue to believe it a waste of time. 


Therapist spoke and each patient responded in- 
dividually. Therapist asked if anyone wanted to be 
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fed candy. John W. replied: “I would like to be 
fed a discharge.” Howard slapped the table and 
Bruce blew his whistle. Therapist encouraged both 
patients to continue with this behavior. Therapist 
asked, “How do you feel now, Bruce?” Bruce re- 
plied, “Like a millionaire.” Therapist picked up a 
piece of candy and gestured to feed Bruce. Howard 
asked: “Who is keeping us here, a brass or some- 
thing?” Therapist asked: “Who is keeping you 
here, Bruce?” “What would you say to someone 
who could let you out of here, John T.?” John re- 
sponded “no money” and laughed. Therapist asked 
Bruce again how he felt. ‘Do you know what you 
did then, you stuck your tongue out; what did you 
do that for?” Therapist continued, ‘Tom, tell Bruce 
you don’t want your head hit and your ear pulled.” 
Tom replied, “I don’t want my head hit and my ear 
pulled.” Therapist said to Howard, ‘Bruce is get- 
ting ready to blow his whistle; he feels that you 
are talking too much.” Therapist directed a ques- 
tion to Sylvester, ‘“‘Why are you so quiet today?” 
Sylvester smiled and mumbled something to him- 
self. John W. interrupted and said, ‘‘When some 
of us ask about a discharge shouldn’t it be con- 
,Sidered serious?” Therapist asked what he was 
trying to say. John replied, ‘‘Well should the ques- 
tion be made a topic for discussion? Why should it 
be turned over to the class as though their opinion 
is important?” Howard commented, “I feel like a 
mother, a mother and father are keeping us here.” 
John continued with his complaints and said, “I 
don’t think my questions should be used for class 
discussion.” Therapist said, “Then you shouldn’t 
bring them up here. 
vately and I did.” John asked if the other people 
there were audience or doctors. Therapist replied 
that they were all psychologists. John persisted 
and said that these things should be discussed pri- 
vately. Therapist asked, ‘Since when is your per- 
son so sacred that it can’t be discussed here? I think 
that you are bull-shooting me now.” John stated 
that he was angry but in cffect he was unable to ex- 
press it, “I am getting exasperated and I am still 
mad. I think I have a legitimate self, this is get- 
ting rather silly; I am not Bruce, I am more in- 
telligent than any of them.” Therapist asked how 
he felt now. John said: “In what way? I would 
rather have you answer my question before going 
into this cross examination.” Therapist explained 
that he was talking about how angry he was. John 
replied that the therapist had not answered his 
question. The therapist asked him to repeat it, 
which John did. ‘Do you have the right to turn my 
questions to the group?” Therapist replied, ‘“Ab- 
solutely, I have the right.” John said that his dis- 
charge concerned himself and the doctor. Thera- 
pist told him that he was being nasty toward the 
people he was living with. John said that he 
thought it was silly to devote so much time to what 
Bruce was talking about. Therapist cut this off 
saying, “Why don’t we take this up privately; you 
want the same thing the others want.” Tom and 
Bruce got up and Howard took Tom’s seat. John 
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interrupted: “Will you let me talk to the doctor?” 
At this point Tom, Bruce and Howard walked 
around the room. John asked if it were true when 
someone was angry that they dropped their guard. 
Therapist threw out the question to the group. John 
stated that he did not want their opinion. Thera- 
pist explained that he would not answer any ques- 
tion which could not be considered by the group 
for discussion. John asked, ‘Do you want me to 
answer the group? Can I get a private session 
with you?” Therapist agreed. Tom became quite 
angry with Bruce for taking his matches. John 
directed a question to Howard but received no re- 
sponse. He then directed a question to Sylvester 
who answered him in agreement. John said, “Now, 
doctor, will you answer my question?” The thera- 
pist replied that he would not. (End of session.) 


It seems reasonable that if for any proce- 
dure there has as yet not been elaborated 
special, scientific and uncommon sense, the 
safest initial approach is to revert to com- 
con sense. Concededly, it is true that fresh, 
incipient schizophrenics of suitable person- 
ality make-up can be comfortably treated 
with intensive, analytic, non-directive group 
therapy, but what about other schizophren- 
ics? 

It is to be noted in the above protocol the 
therapist starts on the assumption of em- 
ploying actual, analytic, non-directive ther- 
apy, but what happens? The therapist is 
forced to be more dictatorial, arbitrary and 
even tyrannical than any enlightened direc- 
tive therapist ever conceived of, e.g., “The 
therapist replied, ‘Absolutely. I have the 
right!” This is not said to imply inexperi- 
ence or ineptitude on the part of that ther- 
apist. This result must happen if you in- 
sist on laying brick with a toothpick instead 
of a trowel. The approach is wrong. 

At several sessions the therapist puts a 
piece of candy in a patient’s mouth. The 
theory of oralsdependency is thereby con- 
cretely implemented, and thus a cryptic, 
mystical, ritualistic practice is inaugurated 
with very doubtful consequence to the real- 
ity-testing capacity of the patient. 

“Therapist explained that he was talking 
about how angry he was,” and repeatedly 
asked how this or that patient feels. He is 
looking for expressions of hostility on the 
part of the patients and searching for it so 
earnestly and persistently that he probably 
provokes a goodly amount. There seems to 
be a fairly good theoretical basis for this 
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attempt to provoke hostility and anxiety. 
Theoretically, if the patient’s hostility is 
roused for any reason, conceivably, its ex- 
pression might bring up in its wake some 
of that deeper, repressed hostility, which 
then becomes available for analysis. But it 
is open to question whether that deeply re- 
pressed emotion is with any certainty roused 
by every surface disturbance, provoked by 
every here-and-now irritation. On a com- 
mon sense basis such an attempt seems much 
like Shakespeare’s cobbler in “Julius Cae- 
sar’ who leads the crowd around so that 
they may wear out their shoes, thus provid- 
ing him with work. And there are many 
more indications of the inadequacy of this 
technique on a common sense basis with this 
kind of schizophrenic. 

Perhaps that is an oversimplification of 
the conditions, for chronic schizophrenics 
are to be found in varying states of regres- 
sion, Not too rarely, one encounters an in- 
_ dividual who, notwithstanding signs of se- 
vere regression and dilapidation nevertheless 
retains, back in the interior of the personal- 
ity, a nidus of sound integration, which can 
be called forth and expanded. An example 
of this is a woman, about 50 years of age, 
from a rather regressed ward, who seemed 
indistinguishable from her ward mates. Af- 
ter her second group attendance she remains 
after the other patients have gone and asks 
a number of mildly anxiety-laden questions, 
such as “Why can’t I go home?” etc. Ther- 
apist does not make direct answers but re- 
plies with other questions, such as “why are 
any patients hospitalized. Haltingly and 
with a little assistance she figures out the 
answers to these questions. At the end of 
this exchange she earnestly thanks the ther- 
apist and comments how differently she feels 
about things as a result of the conversation. 
The essence of this exchange is extremely 
difficult to reproduce, but the impression that 
therapist derived was that the sheer intellec- 
tual exercise had proved stimulating, the ac- 
tivity of actually reasoning a question 
through, the novelty of this exercise proved 
‘to be an eye opener and stimulating. Sur- 
prising as this may seem, if one reflects that 
this patient has sat on the ward several 
years, automatically following out unvarying 
routine orders and rarely in a situation 
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where any genuine problem-solving reason- 
ing was involved, the significance of that 
exchange can be understood. She achieved 
an appreciable improvement in her condi- 
tion as a result of further attendance and 
her relatives petitioned for her discharge 
and took her home prematurely, before de- 
riving the maximum benefit from the group 
therapy. 

That woman happened to retain some nidus 
of sound integration at the core of her per- 
sonality, which is not easily discovered by 
the usual tests, but which is more or less 
readily exposed in group therapy. The re- 
verse of that picture, and unfortunately all 
too common, is an individual with a reper- 
toire of stereotyped dicta and shopworn ad- 
ages, giving a semblance of sagacity, but 
with inner vacuity, devoid of a matrix of con- 
ceptions by which reality may be adequately 


apprehended. One is forced, in many in-, 


stances, to question which is cause and which 
is effect. Did the schizophrenia demolish 
the framework, or was the absence of such 
a framework of conceptions instrumental in 
precipitating the schizophrenia? Probably 
there is ground for either view. This may 
not be true of all schizophrenics, but it is 
true of a large number found in the mental 
hospital. 

A mild example which does barely begin 
to show its important bearing on life ad- 
justment would be the following. In one 
group session some discussion about mem- 
ory comes up. It is brought out that one 
has to think of memory more or less as con- 
sisting of two categories, viz., remote and 
recent. One patient asks what is the mean- 
ing of the word, “remote.” It is explained. 
“You mean like going to the commissary or 
like going downtown?” she asks in some be- 
wilderment. She can appreciate “remote” as 
signifying physical distance, but the concept 
of distance in time she seems unable to con- 
ceive of. In another instance a patient is 
talking about her future plans and the dif- 
ficulties involved. To the therapist the prob- 
lem is simple, involving persistence at her 
job and accumulation of a modest sum of 
money. Desiring to have the patient figure 
it out he asks a series of problem questions. 
She cannot answer them. As an objective 
analogy, reduced to mathematical symbols, 
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he asks, “if A equals 2 and B equals 4, what 
would AB equal?” The answer given is 16. 
Now it may be objected that this is merely 
a fault in mathematical reasoning, but an 
eyewitness would have seen that the life 
problem was juxtaposed on the mathemat- 
ical one and the patient’s failure revealed 
an absence of a reasonable, logical ap- 
proach to problem-solving of any kind. It 
would have been strongly hinted that the pa- 
tient had little serviceable conceptual frame- 
work with which to solve ordinary life situa- 
tions, and her behavior had consequently 
been a random, impulsive, acting-out, which 
I can only conclude brought her into the 
state of schizophrenia through the numer- 
ous frustrations she encountered. A study 
of the longitudinal life history of this patient 
seems to bear that out. 

A common sense approach to treatment of 
such a patient is to institute a framework of 
serviceable concepts on which, if possible, 
to build a structure of sound adequate reflec- 
tive thought as the basis for social adjust- 
ment. When the personality is sufficiently 
reintegrated and replete, theoretically it 
would then be possible to proceed with non- 
directive analytical treatment. 

How does one lay the foundations of that 
structure? Again a common sense approach 
is to start from the beginning giving the ba- 
sic orienting data. As far as I can deter- 
mine any attempt at this cannot be wholly 
non-directive and is bound to include a large 
ingredient of didacticism. 

“. . Direct, inspirational group therapy 
is a dead issue in professional circles,” 
states Bach.* Directive it may be, but not 
necessarily inspirational. Here we encoun- 
ter the therapeutic taboos. 

In groups of 10-15 schizophrenic patients 
the therapist tries to lead individuals to a 
consideration of fundamental postulates 
about the relationship of man to man and to 
the universe he occupies. In so doing the 
bases of reasonable and moral behavior must 
be explored, the why’s and wherefore’s. 
From there the specific problems of adjust- 
ment of the members of the group will come 
up for discussion, depending on the degree 
of articulateness. Even where patients re- 
main silent and inactive, changes in outward 
behavior often result as Lazell* found in his 
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groups. Of course, such considerations are 
not entirely unknown to the group members. 
These have been expounded before in school 
and church, and the individuals have per- 
haps mouthed them in automaton fashion. 
Here the path is retraced and attempt is 
made to reason out the premises and to make 
them part of the personality. This must in- 
volve considerable directiveness and struc- 
turing, a degree of enlightened authoritari- 
anism and lecturing—but it is not forced 
down patients’ throats. They have the choice 
of accepting or rejecting, and in such a group 
the therapeutic and group dynamics may be 
observed in incipient form and will be found 
to have salient differences from that of a 
purely academic group. Certainly the ther- 
apist will be alert to the manner in which 
the group transactions impinge on each per- 
sonality and on the group as a whole. His 
more active participation will show qualita- 
tive differences from that of the pedagogue. 
Of course, there is some overlapping even 
with the intensest analytical group psycho- 
therapy. 

Therapy does not emanate from the mere 
exposition and imparting of orienting data. 
If the therapist is to be effective he will have 
to employ the utmost sincerity. If there is 
to be a meeting of the minds, the group’s 
and his, in such respects he is most likely to 
bare the fundamental construction of his 
own psyche and personality as much as he 
probes for the comparable structures in his 
charges. For, if we may again permit our- 
selves speculation, it is possible to conceive 
of psychotherapy as a kind of affective os- 
mosis. Moreno, in connection with the dy- 
namics of the psychodrama, voiced the con- 
cept of a “matrix of identity.” That concept 
could possibly be expanded to an idea of the 
“matrix of conceptualizations.” The group 
therapy has the effect, of permitting the 
patients to absorb some of that matrix 
from the therapist, while the latter is mi- 
nutely altered by the exchange. Does this 
get close to “brain-washing’”’? It can in the 
hands of an unscrupulous demagogue. 

Patients incorporate part of the thera- 
pist’s matrix and thus a restructuring is ef- 
fected. In very few cases is the therapist 
satisfied that the process has proceeded to 
its optimum, especially since in large mental 
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hospital relatives are often apt to withdraw 
the patient as soon as he shows any signs 
of improvement. Theoretically, however, a 
personality may become sufficiently replete 
and integrated as a result of the therapy to 
become suitable for the intenser, non-direc- 
tive analytical forms. In one patient this 
was observed. The field of group psycho- 
therapy will in time become sensitive to the 
existence of the many gradations and levels 
of psychic integration found in patients and 
will suit the techniques of therapy to the 
psychic needs of the patients. 


If we grant a place for more directive, 
more didactic techniques in group therapy 
practices for some patients, a lecture series 
seems to be the first means to adopt. How- 
ever, if the lecture series is to have contin- 
uity and system, it is well that if he re- 
duced to writing and thus the idea of a text- 
book comes into being. 


The main purpose of a reading text is to 
serve a stimulus material. While a text- 
book might be employed effectively with bet- 
ter preserved patients it becomes optimal 
with many regressed patients who remain 
silent and inarticulate in group sessions. 
Powdermaker and Frank’ have demonstrated 
how great a problem silence and non-involve- 
ment on the part of the patients can be. They 
give a list of maneuvers which may be 
adopted to get some patients to vocalize, 
such as standing behind the patient’s chair 
for an interval, etc. Such maneuvers are 
not without danger of being misinterpreted 
by some patients. 


If we can overcome our unconscious pho- 
bia concerning things academic and peda- 
gogical we may see the value of something 
that our civilization has caused, very hap- 
pily, to become as basic (almost as habitual 
and near-instinctive as walking) as the in- 
tellectual exercise and activity of reading. 
Group reading has been experimented with 
by Powell.° Recently, Kramish’ has em- 


ployed group reading in having each member 
read aloud a prepared letter portraying a dif- 
ferent problem. If a more complete airing of 
diverse facets of reality is desired and if an 
important desideratum be a _ methodical 
building up of a matrix of concepts, then 
such reading should be well organized and 
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maintain an orderly continuity, as in a book 
for patients. 

Patients read passages of the book aloud 
and anyone is free to comment. Digressions 
are followed as long as they have relevancy 
to the purposes of group psychotherapy. If 
one little phrase has been read which leads 
to copious comment and abundant interac- 
tion that session is reckoned very produc- 
tive. Moreover, many other approaches can 
be combined with the group reading, such as 
role playing, the ‘rounds’ which Bach 
speaks of or even the exhibiting of audio- 
visual material. 

Most chronic schizophrenics do not object 
to reading aloud, and to the extent that they 
do so and follow the text they become active 
participants. An atmosphere is thus cre- 
ated which draws from other aspects of the 
patients’ past and is therapeutic, for it 
draws in a natural way on established insti- 
tutions—from the atmosphere of a church 
service or from the schoolroom. 

There may be an occasional patient who 
refuses to read aloud. But even here, how- 
ever inactive the patient appears to be, some 
therapeutic influence may nevertheless be 
exercised. An example is a young woman 
brought to the group sessions regularly who 
is not on the list of patients given the ward 
by the therapist. Because of her inactivity, 
sitting in a chair all day, she is always avail- 
able, and the attendant sends her along. Ses- 
sion after session she sits with her head on 
her chest, not emitting a sound and it seems 
entirely useless to serd her to group ther- 
apy. But there came a day when she sat in 
the front row. Chancing to look at her, ther- 
apist observes her head is erect and she 
smiles with the others over incidental guips 
in the group proceedings. She refused to 
come to the group thereafter, although up 
to that time she had gone along passively 
as directed. Obviously the refusal of further 
attendance is due to the resistance which 
often appears with approaching insight. It 
was the signal for an individual exploratory 
interview with her and some earnest solicita- 
tion for her continued attendance, but in the 
hurdy-gurdy of the large mental hospital 
routines she is lost to view. 

Textbook-mediated group therapy may not 
be the only way of dealing with chronic re- 
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gressed schizophrenics. It is contended that 
it may be the method of choice with a large 
number, and is certainly gentler and more 
effective than a technique which purports to 
be non-directive, analytically-oriented and 
then, because of conditions encountered, 
turns out to be more dictatorial, possibly 
more tyrannical than most so-called authori- 
tarian approaches, while uselessly arousing 
the antagonisms of its subjects. 

An experience bears this out and points 
up indications for textbook-mediated group 
therapy. Some years ago the therapist was 
assigned to conduct group therapy with 23 
regressed, deteriorated post-lobotomy schizo- 
phrenic patients. It was a voyage on an un- 
charted sea. At the first interview it oc- 
curred to the therapist that he would give 
a brief talk outlining the purposes of the 
meetings. From there on he would follow 
“the lay of the land.” But that was not to 
be. No sooner had the therapist begun his 
talk than a raucous argument broke out be- 
tween two lozotomees. In another corner a 
patient began a loud declamation, while here 
and there one turbulence was about to col- 
lide with another and fisticuffs and hair- 
pulling would be narrowly averted. He would 
just about have quieted the group sufficiently 
to start and complete half a sentence when 
the whole gathering would break out in peals 
of autistic laughter, usually precipitated by 
one or two patients. The autistic laughter 
was the most discouraging drawback. The 
therapist made another attempt a week later, 
schooling himself to deliver a simple and 
understandable talk, for with such a group 
textbook-mediated group therapy seemed in- 
conceivable. The same situation was re- 
peated and the therapist’s eloquence died 
a-borning; it seemed impossible. However, 
he was determined to make one more des- 
perate attempt, and if that proved ineffec- 
tive the project would have to be abandoned. 
For the third time the therapist brought his 
textbook titled “Social Adjustment.” They 
were passed around one to each patient and 
they read sections aloud when invited to do 
so. In subsequent sessions the loud verbi- 
gerations addressed to the air or elsewhere 
died out; the autistic laughter subsided. 
From an initially unpromising group of de- 
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teriorated appearing patients the group ther- 
apy revealed some individuals with residual 
capacity. Over 25 per cent of these patients 
improved sufficiently to be discharged. 


Summary and Conclusions 


1. The more disorganized the personality, 
the more primitive and archaic the ego, the 
more directive and structured the group psy- 
chotherapy needs to be. Although taken out 
of context we believe Richmond would con- 
cur in the use of his quotation in this con- 
nection, to wit: “Just as it would be mal- 
adroit to hospitalize, re-educate and serve 
as guide, model or teacher to a psychoneu- 
rotic with a basically reliable ego; so would 
it be practically gauche to encourage a mark- 
edly ego-deficient character to free-associ- 
ate into a full transference psychosis. It is 
imperative to evaluate ego function very 
early in psychotherapy.” 


2. Wth ego-deficient characters as with 
regressed schizophrenics it is necessary to 
rebuild, educate or re-educate the ego, and 
this requires a more directive, even didactic 
approach to treatment. 


3. We can conceive the directiveness or 
non-directiveness required by group psycho- 
therapy to be a gradient along whose axis 
practically any patient can find a point of 
optimal benefit. 
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Neuromuscular Symptoms Simulating Conversion Hysteria 


Caused by Perphenazine (Trilafon) 


JAY SHANON, M.D. 
Cincinnati, Ohio 


Perphenazine, a tranquilizer in the pheno- 
thiazine class, was administered to 560 der- 
matologic patients, among them a large pro- 
portion of psychosomatic cases.’ 

This report is concerned with untoward 
neuromuscular symptoms which developed in 
seven of these patients, five females and two 
males ranging in age from 13 to 22 years, 
who received perphenazine 8 mg. four times 
a day, totaling 32 mg. daily.’ 

Symptoms involved the neck, face, eyes, 
and tongue. In this paper the term “neck- 
face syndrome” refers to this condition, and 
“neck-face reactors” to the patients in whom 
it occurred. 


Case Reports 


Case 1. A colored female, 15 years old, was hos- 
pitalized because of secondary syphilis. From the 
time of admission she was anxious and depressed, 
and cried frequently. Therapy consisted of pro- 
caine-penicillin, 600,000 units daily, and perphena- 
zine. On the fourth day the patient complained 
of stiffness of the neck and difficulty in swallowing. 
Administration of perphenazine was continued de- 
spite the complaints. Twenty-four hours later the 
patient began crying. She said her head felt as if 
it had been drawn back and that she was short of 
breath. She was obviously very much disturbed. 
During examination she was able to move her head 
freely. There were no objective respiratory signs. 
Perphenazine was discontinued and the symptoms 
disappeared. The following day the drug was re- 
sumed. The symptoms recurred and the patient 
was unable to close her mouth because of stiffness 
of the facial muscles. The symptoms again subsided 
when the drug was withdrawn. Three days later 
administration of perphenazine was resumed and 
the patient was also given 100 mg. secobarbital. 
The combined treatment was maintained for five 
days, during which time no untoward reactions oc- 
curred. 


Case 2. A white female, 22 years old, was hospi- 
talized for a recurrence of acute disseminated lupus 
erythematosus. She had been hospitalized repeat- 
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edly for this condition and had received prednisone, 
60 mg. daily, for several months prior to this admis- 
sion. In addition to prednisone perphenazine was 
administered in hospital; after 24 hours, the patient 
complained of stiffness of the neck, trunk, and 
legs although she could walk without falling. There 
was a slight protrusion of the tongue which inter- 
fered with speaking. The symptoms subsided grad- 
ually but several similar episodes occurred within 
three hours. The patient screamed and moaned. 
Perphenazine was discontinued and the patient was 
given 100 mg. secobarbital twice daily. The patient 
slept after the barbiturate; symptoms disappeared 
and did not recur. 

Case 3. A colored female, 13 years old, was hos- 
pitalized for generalized pyoderma and _ pruritus. 
She received procaine-penicillin, 600,000 units daily, 
and perphenazine. The course was uneventful until 
the fourteenth day of therapy, when the patient be- 
gan to scream. Her head was thrown back and 
there was stiffness of the neck. The eyes were 
rolled back and staring, and the face and mouth 
twitched. Perphenazine was discontinued and the 
patient was given secobarbital, after which she slept 
for two hours. She then left her bed and another 
seizure occurred within 10 minutes. Barbiturates 
were again administered and no further reactions 
occurred. 

Case 4. A colored male, 14 years old, was hospi- 
talized for pruritic linear scleroderma of the upper 
extremities. Perphenazine was given. After the 
third dose the patient experienced stiffness of the 
neck and shoulder, and tremor of the hands. The 
drug was discontinued. 


Neurologists and psychiatrists were called 
for consultation in each of these cases. Ex- 
amination immediately after the seizures re- 
vealed normal cranial nerves, pupils, fundi, 
and motor and sensory systems. Electro- 
encephalographic examinations were per- 
formed in two of the four patients before ad- 
ministration of perphenazine and after symp- 
toms subsided; no changes were observed. 
The possibility that perphenazine may have 
provoked attacks in our patients was con- 
sidered unlikely since the syndrome had not 
been observed previously. As the number of 
cases increased a diagnosis of group hysteria 
was made, based on the similarity of symp- 
toms in all four patients and the fact that 
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all episodes occurred in the same room of the 
ward within one week. 

In order to distinguish between psycho- 
logic and pharmacologic factors, Patient 4 
was given 8 mg. perphenazine in disguised 
form. One hour later, he experienced a typ- 
ical seizure: the head was drawn back, the 
eyes rolled, the mouth was open and the pa- 
tient moaned. Several intermittent attacks 
of the same type, although of diminished in- 
tensity, occurred within four hours. Per- 
phenazine was discontinued for four days, 
during which time the patient felt well ex- 
cept mild discomfort in the neck. He was 
then given placebos for two days and re- 
mained free from symptoms. Perphenazine, 
again in disguised form, was then resumed. 
A seizure occurred after the fourth dose and 
there were several attacks until secobarbital 
was given, at which time symptoms quickly 
disappeared. It was therefore concluded that 
the neck-face syndrome was caused by per- 
phenazine and was not a manifestation of 
group hysteria. 


Case 5. A colored male, 15 years old, was hospi- 
talized for atopic dermatitis. On the third day of 
treatment with perphenazine he developed stiffness 
of the neck. Aspirin, 10 gr., brought relief within 
one hour. When perphenazine was resumed, the 
attacks recurred and were relieved by 100 mg. 
codeine. Cases 5 suggests that the effect of bar- 
biturates in relieving the face-neck syndrome was 
not specific. 

Case 6. A colored female, 20 years old, was hos- 
pitalized for urticaria. On the second day of treat- 
ment with perphenazine she experienced stiffness 
of the neck, for which she was given a hot water 
bottle; perphenazine was discontinued for the day. 
The next day it was resumed but the dosage was 
halved. The patient has been maintained on 16 mg. 
daily for two months and there have been no fur- 
ther undesirable reactions. 

Case 7. A white female, 20 years old, was hos- 
pitalized because of atopic dermatitis. On the ninth 
day of treatment with perphenazine she developed 
facial symptoms but no other neuromuscular mani- 
festations. She was not greatly disturbed. Per- 
phenazine was maintained but the dosage was re- 
duced to 12 mg. daily for five weeks and then 16 mg. 
daily for two months. No further reactions oc- 
curred. 

The neck-face reactors were observed during the 
attacks and interviewed several times after the at- 
tacks subsided. 


Comment 


Neuromuscular reactions during treatment 
with chlorpromazine-reserpine and prochlor- 
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perazine were previously reported by other 
authors.**°**5:°* In our observations the 
neck-face syndrome in the seven cases re- 
ported above assumed the following pattern: 
Immediately before each attack the patient 
experienced a feeling of uneasiness and a 
desire to lie down and stare. The neck then 
became stiff and the head was fixed forward, 
backward or laterally. The patient sup- 
ported his head with his hands, “as if he at- 
tempted to prevent the head from falling.” 
He was unable to close the mouth. The 
tongue protruded and appeared broadened, 
rounded, and arched; it could not be re- 
tracted or pushed into the mouth manually. 
Salivation increased notably. Patients were 
fully conscious during seizures and experi- 
enced pain only on attempts to move against 
the contracted muscles. 


/These symptoms occurred singly or in 
combination. The tonic seizures, each last- 
ing five to 12 minutes, recurred at intervals 
of 10 to 30 minutes. Unless treated for the 
seizures the patients experienced three to 
six attacks in a series; the duration and in- 
tensity of each succeeding attack diminished 
gradually. The time interval between the 
start of perphenazine therapy and occurrence 
of the first seizure varied from 12 hours to 
14 days. The interval between the last dose 
of perphenazine and the occurrence of the 
attack varied from one to 12 hours. The pa- 
tients showed great anxiety during the seiz- 
ures and often screamed, cried, or moaned. 
The attacks resembled hysteria to such an 
extent that the diagnosis of drug reaction 
was thought highly unlikely until it was con- | 
firmed. 

Attacks in these patients recurred when 
perphenazine was resumed at the original 
level of 32 mg. daily; however, when dosage 
was reduced they tolerated continued admin- 
istration for several months without un- 
toward reaction. 

Seizures recurred rapidly in the patient 
who left her bed immediately upon awaken- 
ing from the short sleep induced by secobar- 
bital. This suggests to us that neck-face 
reactors should be kept in bed considerably 


*(8 & 9) Appreciation is due to Fritz A. Freyhan, 
M.D., for drawing our attention to previous reports 
on similar reactions with other phenothiazine com- 
pounds. 
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longer than 4 hours even if they were re- 
lieved by barbiturates. Barbiturates. Bar- 
biturates appear to reduce the number and 
intensity of seizures in a series and may 
even, as in Patient 1, prevent attacks during 
administration of perphenazine. Further 
study among a large group of patients is 
needed to confirm this assumption. 

Four of these patients received perphena- 
zine alone, two received perphenazine and 
procaine-penicillin, and one received per- 
phenazine and prednisone. We can there- 
fore conclude that the seizures were not due 
to enhanced toxicity of penicillin or predni- 
sone induced by perphenazine and that nei- 
ther of the former drugs played any part in 
provoking the attacks. 

Perphenazine should be adminitered only 
under careful medical supervision and dos- 
age must be adjusted individually in each 
case. The initial dose, which should be low, 
can be increased gradually until the desired 
effect is obtained. Thereafter patients should 
be maintained on the lowest effective dose. 

In psychosomatic dermatoses dosage should 
be initiated at 8 mg. daily in adults and 4 mg. 
daily in children, in divided doses. Rarely, if 
ever, should it exceed 16 mg. daily in adults 
or 8 mg. daily in children. When higher ini- 
tial doses are required in young, very tense 
patients, the simultaneous administration of 
barbiturate, codein, or aspirin may afford 
protection against untoward reactions. We 
also suggest that perphenazine be adminis- 
tered together with barbiturates at the be- 
ginning of psychotherapy when tension is 
high; later, the barbiturates can be with- 
drawn as the dosage of perphenazine is re- 
duced. 

Summary and Conclusions 

A neck-face syndrome simulating hysteria 
causedd by perphenazine is described. It oc- 
curred in seven patients with psychosomatic 
dermatoses who were treated with 32 mg. 
perphenazine daily. The episodes appeared 


JANUARY 


as a series of tonic seizures involving the 
neck, face, eyes, andd tongue. The seizures 
lasted five to 10 minutes and recurred, dimin- 
ished in intensity and duration, at intervals 
of 10 to 30 minutes. Barbiturates, aspirin, 
or codeine relieved the neck-face symptoms. 
These seizures occurred when dosage ex- 
ceeded 16 mg. daily. When higher dosages 
are essential, barbiturates may prevent the 
occurrence of the untoward reactions. 
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Evaluation of Two Ataractic Agents 


Experience of One Year with Prochlorperazine and of Seven Months with Benactyzine 


N. WILLIAM WINKELMAN, JR., M.D. 


As the number of drugs that influence 
mood, affect, and behavior increases, it be- 
comes more and more important to conduct 
a careful investigation of each so that no 
therapeutic advances go undiscovered. For 
example, the investigation of such a drug 
may reveal that it is specific for treating 
particular psychiatric entities; that it is ef- 
fective where similar drugs have failed; that 
it has a lower toxicity; that it has a more 
rapid or prolonged effect; or that it pos- 
sesses a mode of action entirely different 
from that of the drugs currently in use. 

With these possibilities in view, an inves- 
tigation of two drugs was undertaken. One 
of the compounds studied was the pheno- 
thiazine derivative, prochlorperazine (Com- 
pazine*). The structural similarities of this 
drug to chlorpromazine gave promise of sim- 
ilar pharmacologic activity, but the dissimi- 
larities suggested that  prochlorperazine 
might offer benefits different from those of 
the parent congener. This hypothesis was 
based on pharmacologic studies of prochlor- 
perazine which revealed pharmacodynamic 
properties similar to those of chlorproma- 
zine, but which suggested that prochlorpera- 
zine had more potent therapeutic activity, 
and that it was less toxic. Earlier studies‘ 
of chlorpromazine in a similar patient group 
provided a background of experience for the 
present evaluation. 

The other drug investigated was the ben- 
zilic acid derivative—benactyzine hydro- 
chloride (Suavitily), an anticholinergic that 
is believed to produce _ tranquilization 
through its effects on the basal ganglia and 
such functions as perception of movement 
and maintenance of muscle tone. Prelimi- 
nary reports by Danish and British investi- 
gators** indicate that this compound was 


*T.M. for 2-chloro-10-[3-(1-methyl-4-piperaziny]) - 
propyl ]-phenothiazine; Smith, Kline & French Lab- 
oratories. 

+T.M. for 2-diethylaminoethyl benzilate hydro- 
chloride, Sharp & Dohme Laboratories. 


effective in patients of the type selected for 
trial of prochlorperazine. 


Method 


I, Prochlorperazine 


Two hundred and seven outpatients were 
treated with prochlorperazine. This series 
included 188 psychoneurotics of various 
types, 186 of whom displayed an anxiety 
reaction as part of their clinical syndrome, 
and 19 schizophrenics with delusional reac- 
tions; seven of the 19 patients also exhib- 
ited depressive reactions. The individual re- 
actions comprising each patient’s clinical 
syndrome are shown in Table II. Fifty-six 
patients, all of whom had responded well to 
chlorpromazine, reserpine, or meprobamate, 
were included in this study after a drug-free 
period to eliminate carry over effects. The 
preliminary evaluation of each patient in- 
cluded diagnosis, psychodynamics, and prog- 
nosis. Psychological tests, where indicated, 
were given. 


Patients were started on one 5 mg. tablet 
of prochlorperazine three times a day. Each 
patient’s daily dose was increased by small 
increments until the optimum therapeutic 
dosage was established. Patients were seen 
at weekly intervals during the first two 
months, and bi-weekly thereafter. Re-eval- 
uation of the patients’ symptomatology and, 
if necessary, adjustments in dosage were 
made during each visit. 

During the last four months of this study, 
prochlorperazine was made available in 15 
mg. sustained release (Spansule) capsules 
which provided therapeutic effects for 12 
hours. These capsules were prescribed for 
15 patients, once or twice daily, depending 
upon the patient’s need for therapeutic ef- 
fect during the evening and night. 

The 207 patients were studied for periods 
ranging from four to 12 months; more than 
half of them were studied for eight months 
or longer. 
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IT. Benactyzine 


Sixty psychoneurotic patients were treated 
with benactyzine. Except for two “border- 
line schizophrenics,” these 60 patients were 
similar to the prochlorperazine-treated psy- 
choneurotic patients in their individual re- 
actions (Table III), and in their intellectual, 
social, and economic backgrounds. Benacty- 
zine dosage was built upward in small incre- 
ments from 1 mg. three times a day, in an 
attempt to establish optimum therapeutic 
doses. Although this study was continued 
for seven months, none of the patients re- 
ceived the drug for longer than four months; 
half of the patients were studied for less 
than four months. 

Results for patients treated with both 
drugs were based on improvement in indi- 
vidual reactions and, to avoid false positive 
results (spontaneous changes or substitu- 
tions in individual reactions), improvement 
in the overall syndrome. Marked improve- 
ment indicated 75% or more improvement; 
moderate improvement, 50 to 75%; slight 
improvement, 25 to 50%; no improvement, 
25% or less. 
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Results 
I, Prochlorperazine 


Among the patients treated with pro- 
chlorperazine, marked improvement in the 
overall syndrome was shown by 91 (44%), 
moderate by 74 (36%), slight by 26 (12%), 
and no improvement by 16 (8%). The psy- 
choneurotics, as a group, responded better 
than the schizophrenics (Table I). 

Among the individual psychoneurotic re- 
actions, anxiety responded best (Table II). 
Improvement was marked in nearly half of 
these reactions, and moderate in most of the 
others. Marked or moderate improvement 
was shown in well over half of the conver- 
sion reactions and the phobic reactions, and 
in nearly half of the obsessive reactions. De- 
pressive reactions associated with anxiety 
responded very well; those not associated 
with anxiety responded slightly. It should 
be noted that prochlorperazine did not in- 
crease depressive reactions in any of the 
patients. 

Among the individual schizophrenic re- 
actions, marked or moderate improvement 
was shown in more than half of the delu- 


RESPONSE TO PROCHLORPERAZINE 
TABLE I—CLINICAL SYNDROMES 


IMPROVEMENT 

Diagnosis No. of Patients Marked Moderate Slight None 
| 188 86 (46%) 68 (36%) 19 (10%) 15 (8%) 
Cen 19 5 (26%) 6 (82%) T (87%) 1 (5%) 
207 91 (44%) 74 (386%) 26 (12%) 16 (8%) 

TABLE II—INDIVIDUAL REACTIONS 

A. PSYCHONEUROTIC REACTIONS* 

IMPROVEMENT 
Reaction No. of Cases Marked Moderate Slight None 
186 92 (49%) 82 (44%) 8 ( 4%) 4 (2%) 
52 11 (21%) 23 (44%) 13 (25%) 5 (10%) 
- 25 5 (20%) 14 (56% 4 (16%) 2 ( 8%) 
12 1 ( 6%) 5 (42%) 2 (17%) 4 (338%) 
23 2 ( 9%) 16 (70%) 5 (21%) 0 (—) 
B. SCHIZOPHRENIC REACTIONS 

19 5 (26%) 6 (382%) T (87%) 1 ( 5%) 
Depressive .......... 7 0 (—) 0 (—) 0 (—) 7 (100%) 


*Some patients exhibited more than one reaction. 
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sions (Table II). The depressive reactions 
showed no significant improvement; in fact, 
the drug seemed to reinforce depression in 
these patients. 

The 56 patients who had been treated pre- 
viously with meprobamate, reserpine, or 
other phenothiazines, reported the absence 
of abnormal psychological effects during the 
onset of prochlorperazine’s actions. Thirty- 
one of these patients showed a better thera- 
peutic response to prochlorperazine, and 15 
responded as well to prochlorperazine as to 
their former medication. 

Optimum therapeutic dose for most pa- 
tients was between 20 mg. and 50 mg. daily, 
although extremes ranged as low as 5 mg. 
and as high as 80 mg. daily. Like other 
phenothiazine derivatives, prochlorperazine 
requires highly individualized administra- 
tion. Patients taking the sustained-release 
capsules reported that the effects of an eve- 
ning dose usually persisted until the next 
morning. In 35 of the 207 patients, dosage 
had to be increased after the optimum dose 
apparently had been achieved, as_ they 
seemed to develop partial tolerance to the 
drug. Doses were administered at shorter 
intervals in these patients. 

The only side effects observed with pro- 
chlorperazine were drowsiness, undesirable 
weight gain, and transient agitation. Mild, 
transient drowsiness was seen initially in 49 
patients; disturbing drowsiness was seen in 
23, but most of these patients developed tol- 
erance to it. If tolerance did not develop 
quickly, the drowsiness was _ successfully 
overcome by a 2.5 mg. tablet of dextro-am- 
phetamine sulfate with doses of prochlor- 
perazine during waking hours. Weight gain 
of more than 5% was seen in 38 patients, 
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but was a desirable effect in 30 of these pa- 
tients. A paradoxical] state of agitation was 
produced in two patients as their dosage was 
being increased, but disappeared on contin- 
ued medication. 


II. Benactyzine 


Slight or moderate improvement was 
observed in 15 (25%) of the 60 pa- 
tients treated with benactyzine. Thirty-seven 
(62%) were unchanged, and eight (13%) 
became worse while taking the drug. None 
of the individual psychoneurotic reactions 
treated with benactyzine showed marked 
improvement (Table III). 


Benactyzine produced a disruptive side 
effect, severe absent-mindedness, which 
caused 20 of the 60 patients to stop the drug 
voluntarily. Nearly all of the other patients 
complained of this effect, even before the 
optimum therapeutic dosage had been es- 
tablished. After their daily dose was raised 
above 6 mg., these patients had transient 
moments of disorientation. This effect did 
not disappear on continued medication, and 
it reappeared after temporary withdrawal 
and reinstitution of the drug. 

The two borderline schizophrenics given 
benactyzine developed a severe problem in 
distinguishing the real from the unreal. The 
drug was stopped and re-started several 
times, but each time both patients suffered 
frightening unreal feelings that permeated 
their entire environment. 

The final dose level for most of the pa- 
tients was 6 mg. per day, given in three 
2 mg. doses. Some of the refractory cases 
were given as high as 12 mg. per day with- 
out significant benefit. 


RESPONSE TO BENACTYZINE 
TABLE III—INDIVIDUAL REACTIONS* 


IMPROVEMENT 
Reaction No. of Cases Marked Moderate Slight None 
33 0 (—) 3 ( 9%) 8 (24%) 22 (67%) 
6 0 (—) 2 (338%) 2 (338%) 2 (338%) 
10 0 (—) 2 (20%) 3 (30%) 5 (50%) 
0 (—) 5 (45%) 3 (27%) 3 (27%) 
60 


*Only the predominant reaction was evaluated. 
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Comment 


In comparison with other compounds with 
similar therapeutic effects, prochlorpera- 
zine exerts its pharmacologic actions very 
smoothly. Both the onset and the course 
of its action left the majority of patients 
relatively unaware of drug effects. This ef- 
fect is important for all patients, but espe- 
cially for those with a tendency to hypo- 
chondria, since such patients may develop a 
negative psychological reaction that will 
cause them to resist, or even stop, taking a 
drug. Improvement of sleep patterns was 
reported by most of the patients receiving 
prochlorperazine. None of the usual com- 
plaints of vague or bizarre subjective re- 
sponse to drug action was reported. In many 
patients, this drug provided dramatic relief 
of worry. In a few patients, however, the 
drug seemed to reduce motivation and in- 
duce complacency. 

Prochlorperazine’s chief characteristic is 
its combination of high effectiveness with 
low toxicity. The actual therapeutic value 
of this drug is high in both psychoneurotics 
and schizophrenics with anxiety reactions 
and syndromes which include a large ele- 
ment of anxiety; it is also very effective in 
other reactions. Prochlorperazine does not 
exacerbate psychoneurotic depression; in 
fact, depressive reactions respond well to it, 
especially when they are associated with 
anxiety. 

Prochlorperazine’s low toxicity makes it 
as safe as any available tranquilizing drug 
for use in psychoneurotic and schizophrenic 
outpatients. Since side effects present no 
serious problems with prochlorperazine, dos- 
age may be readily increased, and the drug 
may be administered in long-term therapy. 

Benactyzine was found to be generally in- 
effective in psychoneurotics. Despite its 
benefit in some depressive reaction, benac- 
tyzine is of very little benefit in anxiety or 
obsessive reactions. In general, its actual 
therapeutic value seems low. 

Severe absent-mindedness, which caused 
one-third of the patients to stop benactyzine, 
outweighed the benefits of the drug in an- 
other one-third of the patients. The appear- 
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ance of frightening unreal feelings in the 
borderline schizophrenics when the drug was 
re-started makes the author wonder whether 
this drug could not be used as a test for this 
common and often difficult to recognize en- 
tity. The reactions would also suggest that 
the drug is contraindicated in schizophrenics 
with a problem in the sense of reality or any 
disassociation problem. 


Summary 


Two drugs—prochlorperazine and benac- 
tyzine—were evaluated in separate but sim- 
ilar groups of patients. 


Of 188 psychoneurotics and 19 schizo- 
phrenics treated with prochlorperazine, 80% 
showed marked or moderate improvement in 
their clinical syndromes. The psychoneu- 
rotic reactions, especially anxiety, responded 
very well to prochlorperazine, as did para- 
noid delusions in the schizophrenics. The 
patients were free of disturbing negative 
psychological effects while on the medica- 
tion, and their ability to sleep was signifi- 
cantly improved. Prochlorperazine provided 
no serious or prolonged side effects during 
one year of administration. 

Of 60 psychoneurotics treated with benac- 
tyzine, 25% showed slight to moderate im- 
provement in their clinical syndromes; the 
syndromes of remaining patients either re- 
mained unchanged or became worse, Severe 
absent-mindedness disrupted therapy in 40 
patients, causing 20 of them to stop the 
medication voluntarily. 
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Treatment of Depressed and Regressed Patients 


with Iproniazid and Reserpine 


JOHN C. SAUNDERS, M.D., NADA RADINGER, M.D., DINA ROCHLIN, M.D., 
and NATHAN §S. KLINE, M.D. 


Some 5 years ago the newspapers were 
filled with accounts of a new drug for the 
treatment of tuberculosis. There were pic- 
tures of patients dancing in the wards as a 
result of this medication. Subsequent stud- 
ies revealed that although the drug, iproni- 
azid, was therapeutically active, investigator 
after investigator commented upon the fact 
that “the degree of symptomatic improve- 
ment almost invariably exceeded the degree 
of radiological clearance,” or “symptomatic 
response was frequently out of all proportion 
to objective improvement as determined by 
roentgenographic or bacteriologic studies.’ 
There was unanimous agreement that the 
patients showed a remarkable sense of well 
being, had ravenous appetites, and showed 
marked and rapid weight gains. Upon more 
prolonged usage it was found that iproniazid 
brought with it certain severe side effects 
in a fair proportion of the cases treated. In 
the second paper just referred to, the au- 
thors found that 6 of 44 patients developed 
psychoses. In another publication 23 of the 
142 tuberculous patients showed some psy- 
chic change with 11 developing a psychosis. 
The most interesting comment was by Bos- 
worth*® who noted that when the psychoses 
are described it is stated, “These were gen- 
erally of euphoric type.” 

In the psychological area the concentra- 
tion was so intense upon the side effects 
that the possibility of therapeutic applica- 
tion to psychiatric patients was generally 
overlooked. In the search for agents with 
which to modify schizophrenia (and this 
was before the “tranquilizer era’) three 
studies were done on schizophrenic patients. 
One of these concentrated almost entirely 
upon the seizure-producing capacity of the 


From the Research Facility, Rockland State Hos- 
pital, and Columbia University, College of Physi- 
cians and Surgeons. 

Data and opinions are as of the time of presenta- 
tion at the Society for Biological Psychiatry, Atlan- 
tic City, N. J., June 1957, only a month after the 
first paper describing its use for depressed and re- 
gressed patients. 


drug;* another was a short-term across-the- 
board study of a variety of psychiatric con- 
ditions,° and the third was on the behavior 
of long-term mental patients. These stud- 
ies concluded that the drug had no practical 
significance in the field of psychiatry. 

In the meantime pharmacologists and neu- 
rochemists, in their effort to elucidate the 
enzyme systems involved in cerebral metab- 
olism, had utilized iproniazid’ and other 
amine oxidase inhibitors as investigational 
tools. When the efficacy of reserpine in both 
hypertensive and psychiatric conditions was 
demonstrated, iproniazid began to play a role 
in many of the laboratory studies. It had 
been found that if an animal had first re- 
ceived iproniazid and was then given reser- 
pine, instead of the expected sedation occur- 
ring the animal tended to exhibit increased 
activity and excitement. Curiously enough, 
if reserpine was administered first, iproni- 
azid did not produce this effect.*” 

Because of our own interest in the use of 
reserpine in psychiatry we were continually 
looking for assistance in clarifying the mode 
of action of reserpine. One of the great gaps 
in pharmacotherapeutic handling of psychia- 
tric patients is the lack of adequate medi- 
cation for the deeply depressed and regressed 
patient. A possibility occurred to us that 
the iproniazid and/or reserpine regime might 
be of value for this purpose since it cer- 
tainly “stirred up” the experimental animals. 

There were theoretical considerations 
which led us to believe that this might be a 
rational approach because of the ability of 
iproniazid to inhibit amine oxidase in the 
metabolism of epinephrine, nor-epinephrine, 
tryptophane glutamine, histamine and pos- 
sibly other amines. It is possible that the 
“euphoria” reported in tuberculous patients 
is associated with this reduction in oxida- 
tive deamination and to an increase in the 
methylation of nor-epinephrine to epineph- 
rine and other essential amines. Fragmen- 
tary data at this time indicate the methyla- 
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tion of serotonin to bufotenin is increased 
two-fold when iproniazid is given. One of 
the balancing factors between these two 
groups of amines is transmethylation. 

One of the clinical side effects of ipro- 
niazid administration may be a deficiency in 
pyridoxine (Vitamin B,). Glutamic acid de- 
carboxylase is sensitive to a carbonyl] re- 
agent such as semicarbazide and requires 
pyridoxine as a coenzyme; therefore, one 
would speculate that iproniazid having a 
carbonyl group could easily interfere with 
this enzyme system. The influence of dietary 
pyridoxine on glutamic decarboxylase in the 
brain of rats has been investigated by Rob- 
erts et al.’° and they report a decrease in the 
initial rate to about 50% of the control 
value. The alpha-decarboxylation of glutamic 
acid forms gamma-aminobutyric acid and 
this compound is found in relatively large 
amounts in the brain of many animals in- 
cluding man. It is of marked interest that 
the gamma-aminobutyric acid-glutamic de- 
carboxylase system is highly concentrated 
in the gray matter of the central nervous 
system.'! This could lead one to believe that 
its function is important to conduction of 
nerve impulses and may actually act as a 
stimulant by depressing inhibitory areas as 
indicated by changes in polarization of the 
dendritic processes. 

It has been established that 5-hyroxyin- 
dole compounds were derived from the amino 
acid tryptophane and some of the processes 
were elucidated for the production of sero- 
tonin. The demonstration of serotonin in 
the central nervous system by Amin et al.’” 
and the neurophysiological and pharmaco- 
logical aspects of serotonin led Wooley and 
Shaw* to propose that interference with 
serotonin metabolism might be the cause of 
certain types of mental illness. The admin- 
istration of parenteral serotonin has pro- 
duced few central nervous system responses, 
although several peripheral symptoms were 
reproduced. Bogdanski et al.’* found a rise 
in serotonin levels in the brain after the ad- 
ministration of 5-hydroxytryptophane which 
led to the assumption of specific central ner- 
vous system decarboxylase for 5-hydroxy- 
tryptophane. Serotonin levels increase after 
iproniazid administration which would in- 
dicate that it is without effect on the decar- 
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boxylase essential for serotonin production 
and a specific decarboxylase is present as 
previously suggested. However, it is difficult 
to accept the conclusion of Sjoerdsma et al.’° 
that the toxic effects of iproniazid are due 
to its prolongation of action of serotonin 
since the symptomatology is not comparable 
to that associated with malignant carcinoid 
with its high serotonin level. 

It has been observed by Elmadjian’’ that 
aggressive-hostile patients had increased ex- 
cretion of nor-epinephrine and passive-fear- 
ful ones had increased excretion of epineph- 
rine. Garb et al." recently introduced the 
concept that depression may be the result of 
approximately equal quantities of “hostility 
and anxiety producing”’ amines. Iproniazid 
is a very potent pharmacological determi- 
nant in regulating the enzymatic systems 
responsible for oxidative deamination of 
essential amines. Amine oxidase is con- 
ceded to be responsible for about 50 per 
cent of the degradation of epinephrine and 
Teague and Wingard’ indicate that these 
aldehydes may have sympathomimetic prop- 
erties. Schayer'®» postulated there are at 
least two pathways in the breakdown of epi- 
nephrine; however, the possibility of a phen- 
olase enzyme system exists. Also, Werle*° 
observed that epinephrine inhibits 1-histi- 
dine decarboxylase and this suggests epi- 
nephrine may block the formation of hista- 
mine. The role of histamine as a neuro- 
chemical mediator is still unknown but de- 
serves attention since Zwiatkowski*' reaf- 
firmed the presence of histamine in mixed 
somatic nerves and found a particularly high 
concentration in dorsal root fibres. 

These observations indicate that iproni- 
azid has both a direct and indirect action 
on the balance of a number of amines essen- 
tial for normal neurochemical activity. The 
direct action is as an amine oxidase inhib- 
itor. The indirect action is associated with 
transmethylation and pyridoxal decarboxy- 
lase and the latter’s function in the forma- 
tion of epinephrine, nor-epinephrine and his- 
tamine due to the exchange reaction between 
the nicotinamide moiety of disphosphopyri- 
dine nucleotide and related compounds such 
as iproniazid.?*4-» 

Our clinical observations with iproniazid 
are that its action is primarily on the cen- 
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tral nervous system. It has been reported by 
Bosworth e¢ al.** that spinal fluid levels have 
an average increase of 58.1% above those 
found in sera. Iproniazid sera levels in 10 
patients sampled once weekly, beginning at 
the 5th month of therapy, for a 5-week pe- 
riod average 0.15 mg. per cent.*‘ Peripheral 
edema and skin rash were seen in one pa- 
tient with a 0.57 mg. per cent concentration 
in the sera. 


Inhibition was obtained in vivo studies*® 
against acetylcholine bromide cholinesterase 
on patients receiving iproniazid. The changes 
observed were not significant when com- 
pared to the controls; however, Scherbel’® 
has reported a significant drop in cholineste- 
rase sera levels in patients that demon- 
strated effects such as hyperreflexia and 
clonus. 


Subjects 


A. We therefore selected depressed with- 
drawn patients regardless of diagnostic cate- 
gory. In contrast to the hyperactive, agi- 
tated, assaultive patients in whom reserpine 
and the phenothiazine derivatives act most 
effectively, the patients in this study were 
uniformly colorless personalities of the 
chronic so-called ‘‘burned-out” psychotic va- 
riety. Baseline studies on the 21 patients 
selected made it necessary to eliminate 3 (2 
because their psychomotor activity showed 
fluctuation which might be misinterpreted 
as improvement and 1 because of possible 
renal pathology for which iproniazid may be 
contraindicated). This study, therefore, con- 
sisted of 18 long-term stabilized patients 
who had shown virtually no evidence of in- 
terest in their surroundings for a number 
of years and most of whom appeared with- 
drawn and depressed (with no evidence of 
agitation). These results have already been 
presented.** 

B. Thirty patients, not only of the idle, 
withdrawn, or depressed type but also agi- 
tated disturbed types were selected for treat- 
ment with the iproniazid-reserpine combina- 
tion. Half were given iproniazid for one 
week (50 mg. t.i.d.) and then had reserpine 
(1.0 mg daily) added. In the animal experi- 
ments, if reserpine was given first, the re- 
sponse did not occur. Therefore, the other 
15 patients were started with a week of re- 


serpine to which the iproniazid was then 
added. 

C. Fourteen among almost 50 patients of 
which we know who have been treated in pri- 
vate practice (ap. 1, 2, 3, 4, 5) are also in- 
cluded. These patients were selected also on 
the basis of showing symptoms of with- 
drawal or depression. Diagnostic categories, 
age, and other characteristics are described 
individually along with the course of pre- 
vious treatments under the case histories. 


Setting 

A & B. The chronic institutionalized pa- 
tients were treated on the usual wards in an 
8,000-bed state hospital in which they had 
been residents for an extended period and 
were not transferred to the research ward. 
Evaluations were done by the ward psychia- 
trists and were based on their clinical im- 
pressions plus those of the nursing and at- 
tendant staff. Since almost all of these pa- 
tients had received one or more courses of 
other medications, it is unlikely that simply 
receiving a tablet, per se, could have re- 
sulted in improvement since this would oth- ° 
erwise have occurred in one of the previous 
courses of drug administration. The patients 
are housed in buildings which contain ap- 
proximately 600 patients which is ordinarily 
serviced by one psychiatrist and the wards 
on which they were situated house approxi- 
mately 70 comparable patients. 

C. The patients reported from private 
practice were seen in the physician’s office 
and, except as noted, were treated from one 
to three times a week for the customary 
hour. Most of the patients had received pre- 
vious treatment including a variety of phar- 
maceuticals without satisfactory response. 
Some of the patients had been in treatment 
with their present therapists for more than 
a year. 


Experimental Design 

As this was a pilot experiment no attempt 
was made to use double blind or placebo 
techniques. The utilization of elaborate for- 
mat is pointless until there is some evidence 
that the medication is active and until dos- 
age range has been determined. 

In most cases both the patients and the 
psychiatrist were familiar with drug usage 
and there existed no greater enthusiasm as 
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to potentialities of this treatment than with 
numerous other medications. Since among 
the hospitalized group only well stabilized 
subjects were chosen, the patients could 
truly be said to have acted as their own con- 
trols. 

The plan of investigation, based on the 
animal experiments, called for the “pre- 
treatment” of patients with iproniazid which 
was to be followed by the administration of 
reserpine. It was obviously also necessary 
to determine the effect of iproniazid alone 
since if reserpine were added befure the 
effects of the first drug could be evaluated, 
it would be impossible to determine whether 
any beneficial results were due to the ipro- 
niazid or to the combination of iproniazid 
and reserpine. It was also important to 
check if the prior administration of reser- 
pine reduced the effectiveness of the ipro- 
niazid as in the animal work. It was the 
original intent to use only iproniazid in the 
“A” group but, as seems to inevitably be the 
case, two of the group have been deviated 
_ insofar as reserpine (1 mg. t.i.d.) was added 
to one regime and a second patient had been 
on 1 mg. of reserpine and 50 mgs. of chlor- 
promazine t.i.d. for several weeks prior to 
starting iproniazid and was continued on 
this same regime. 


Dosage and Duration 


The critical dose at which side effects usu- 
ally manifested themselves in the treatment 
of tuberculosis patients was 300 mgs. a day. 
Ideally one would look for therapeutic effi- 
cacy at a dosage low enough to circumvent 
the occurrence of undesirable side reactions. 
We, therefore, arbitrarily took half of this 
dose and started all patients on 50 mgs. of 
iproniazid t.id. In one of the hospitalized 
patients the dosage was raised to 75 mgs. 
t.i.d. without any side effects, but in a pri- 
vate patient who was given a total dosage 
of 250 mgs. a day it was necessary to return 
to the original 150 mgs. because of dizziness. 
In another of the private patients the same 
feeling of dizziness necessitated reducing the 
dosage to 25 mgs. t.i.d. After a short time 
on this dosage the patient was returned to 
50 mgs. t.id., but the dizziness again re- 
curred and dosage was again returned to 
half that amount. If the patient refuses 
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oral iproniazid we had given 25 mgs. i.m. 
daily until cooperation was obtained. In pa- 
tients with hypertension, initial dose should 
be low since a precipitous drop in blood pres- 
sure (for any reason) is dangerous. Severe 
postural hypotension can be handled with 
12.5 mg. of cortisone b.i.d. If edema occurs 
a diuretic is usually adequate. Incidentally, 
weight gain is accompanied by positive ni- 
trogen balance so it is not due to edema in 
the usual case. 

It is very strongly recommended that doses 
no higher than 150 mgs. a day be given in 
view of the probability of side effects. These, 
except dizziness, mild constipation, delayed 
micturition, edema, and delay in onset of 
sleep were not usually found on the dosages 
used here. On higher doses in tuberculous 
patients there are also reports (in order of 
troublesomeness and frequency) of hypo- 
tension, twitching of lower extremities, 
ataxia, hyper-reflexia, drowsiness, dryness of 
mouth. Also rarely reported (on very high 
dosages) as possibly drug related are: pe- 
ripheral neuropathy, impotence, jaundice, 
palpitations and euphoric psychoses. There- 
fore, the need to individualize therapy is es- 
sential with iproniazid as with all drugs. 


Dr. Speigel made the observation that by 
adding 5 mgs. of d-amphetamine* once or 
twice a day to the iproniazid that in many 
patients the response can be remarkably ac- 
celerated. Therefore, for a rapid response 
the patient should be placed on 50 mgs. of 
iproniazid t.id. and 5 mgs. of d-ampheta- 
mine either in the morning or in the morn- 
ing and at noon. Doses later in the day tend 
to induce insomnia in some of the patients 
although Dr. Sandler has found that ipro- 
niazid alone has led to improved sleep in 
other patients. This regimen should be con- 
tinued for three to five weeks unless a satis- 
factory response is obtained sooner. If suf- 
ficient improvement has not been obtained 
at the end of that time 1 mg. of reserpine a 
day should be added to the other medica- 
tions and continued for another 2 months 
before therapy can be regarded as having 
been ineffectual. 


*The d-amphetamine used in this study was sup- 
plied by Smith, Kline and French Laboratories, 
Philadelphia, Pennsylvania, under the name of Dex- 
edrine. 
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If satisfactory response is obtained and 
has been maintained for approximately one 
week, the dosage should then be reduced. 
At the present time and until further evi- 
dence is available it is not recommended that 
patients be kept on a maintenance dose of 
iproniazid. If maintenance is necessary be- 
cause of return of symptoms upon with- 
drawal, it must be individualized and can 
range anywhere from 10 mgs. twice a 
week to the full 50 mgs. t.id. Since the 
drug is a cumulative one, action tends to be 
prolonged for a considerable period after 
its withdrawal. This should be taken into 
account in regulating the dosage. The other 
important point in respect to accumulation 
is that if the drug is continued long enough 
on even moderate doses there may be a ten- 
dency for side effects to develop and it is 
therefore recommended that as low a main- 
tenance dose as possible be utilized. This 
can usually be determined by gradual reduc- 
tion of dosage at the rate of perhaps 25 mgs. 
a week and continued downward unless there 
is evidence of recurrence of symptoms. We 
have thus far used a minimum of 10 mgs. per 
day in those patients whom we intend to 
maintain on the drug. 


Results 


A. Although the first patients tested were 
in the “B” group the first results to be pre- 
sented were those on patients treated with 
iproniazid alone. This paper by Loomer, 
Saunders and Kline was delivered at the Re- 
gional Research Conference of the Ameri- 
can Psychiatric Association held under the 
auspices of Syracuse University in April of 
1957. The original version has appeared in 
print (27) and a modified version is pres- 
ently in press as one of the Psychiatric Re- 
search Reports of the American Psychiatric 
Association. The full details of this study 
are therefore not referred to in the present 
paper. In summary: at the end of 5 months 
of treatment, 70% of patients, if all diagnos- 
tic categories are included, showed some de- 
gree of favorable response. If only the pa- 
tients with functional psychosis are included, 
86% showed response with the remaining 
14% having been discontinued from medica- 
tion for a variety of reasons. In view of the 
fact that average duration of hospitaliza- 
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tion of these patients was 20 years with a 
minimum period of 9 years and that there 
was failure to respond to all previous thera- 
pies these results are quite impressive de- 
spite the small number of cases involved. 

B. At the end of one month, of the patients 
given reserpine first who a week later had 
iproniazid added, 10 had shown no change 
and 5 only slight improvement. At the end 
of 8'4 months, one of this group had be- 
come worse, 6 remained unchanged, 5 had 
shown improvement to some degree in re- 
spect to behavior, 2 had shown some im- 
provement in respect to both behavior and 
psychological status (such as lessening of 
delusions) and one had shown moderate im- 
provement in both the behavioral and psy- 
chological area. 

Of the patients given iproniazid for a 
week who then had reserpine added to their 
regimen, at the end of one month, 11 had 
shown no change and 4 slight improvement. 
By the end of 814 months, 3 had become 
decidedly worse, 6 had shown no change, 5 
slight improvement and 1 moderate improve- 
ment in respect to both behavior and psy- 
chological status. 

Review of the individual case histories 
which follow would seem to indicate that 
changes in both groups were generally in the 
direction of increased activity. At times this 
led to improved behavior but at other times 
it led to an accentuation of assaultive ex- 
cited tendencies with the clinical result that 
the patient became worse. The increased ac- 
tivity (for better or for worse) appears to 
be greater in the group pre-treated with ip- 
roniazid as seemed likely from the animal 
experiments. The drug is not of general use 
for the treatment of schizophrenics per se. 
Few of these patients were of the type de- 
scribed in group “A” nor were any of them 
markedly depressed. 

On the basis of other experience both in 
and out of the hospital at a later date an 
additional 5 hospitalized patients who were 
characterized by marked depression were 
then started on iproniazid, 50 mgs. t.i.d., 
followed one week later by 1 mg. daily of 
reserpine. All of these patients without ex- 
ception have shown moderate improvement 
and treatment is continuing except for one 
patient who developed jaundice 214 months 
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after treatment began. It has not been defi- 
nitely ascertained that the jaundice is drug 
related but this certainly is a possibility. 
Even this patient after 214 months showed 
moderate improvement which has been main- 
tained after withdrawal of medication. It 
is our impression that the drug in combi- 
nation tends to act even more potently than 
iproniazid alone to increase psychic energy. 
There is no rea] evidence however that it 
alone has an ataraxic effect. This leaves open 
the possibility of using iproniazid in com- 
bination with ataraxic doses of either re- 
serpine, one of the phenothiazine deriva- 
tives or other demonstrated ataraxics. Ina 
few cases we have done this and the results 
appear promising. We have also begun us- 
ing the parenteral form of iproniazid and 
results in some cases have been seen within 
one hour. 

C. The remarkably high degree of suc- 
cess among the patients treated in private 
practice is best understood by referring to 
the individual case histories. The drug must, 
however, be used for an adequate period of 
time. The addition of d-amphetamine, as 
suggested by Spiegel, increases the clinical 
usefulness since results are much more rapid. 
In cases where amphetamines are contra- 
indicated the parenteral form of iproniazid 
may provide an adequate substitute. 


One additional observation of considerable 
interest is that in a number of mild psycho- 
neurotics and in a number of volunteers the 
use of iproniazid in combination with d-am- 
phetamine has enabled the subjects to con- 
tinue for as long as six months with an aver- 
age of 4 to 5 hours sleep a night instead of 
the customary 8 or 9. This has been done 
without evidence of side effects and may 
have important implications. There also ex- 
ist a great number of possible applications 
of iproniazid that have yet to be explored. 
Bosworth has demonstrated the value both 
in certain post-operative conditions and in 
terminal diseases. 


Scherbel has shown its worth in arthritic 
-patients but in addition to its usefulness in 
convalescent states it should be tried in geri- 
atric patients, in narcotic addiction (as sug- 
gested by Bosworth), in pre-menstrual ten- 
sion and depression states, and in pediatrics. 
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Its possible value for improving performance 
in normal individuals should also not be over- 


looked. 


Summary 

1. Additional evidence of the value of ip- 
roniazid in the treatment of depressed, hy- 
poactive patients is presented. 

2. The drug increases psychic energy and 
this may result in clinical worsening as well 
as improvement in certain types of mental 
disease. It does not seem to be an ataraxic 
but can be used in combination with one. 

3. The combination of iproniazid followed 
a week later by reserpine seems to increase 
the degree of activity. 

4. The addition of d-amphetamine to ip- 
roniazid accelerates the action remarkably 
and makes the treatment much more valu- 


able for office use. 
5. A variety of other possible applications 


are suggested. 


APPENDIX 

Four typical cases have been selected from 
among nine private patients tried on ipro- 
niazid by one of us (NSK). In two addi- 
tional cases where response was only partial, 
1.0 mg. of reserpine was added at the end 
of the third week (in one case) and after a 
month (in the second case). Improvement 
was accelerated and one of these patients is 
now ready for discharge. 


Case 1. A 30 year old housewife with two chil- 
dren had suffered from severe anxieties and com- 
pulsions since the age of 18. She had undergone 
some seven years of psychoanalytic treatment and 
had been tried on virtually all of the new tran- 
quilizing drugs as they became available but with- 
out any evidence of permanent or marked improve- 
ment. In the course of some two years of psychia- 
tric treatment an underlying depression emerged 
to the surface and she was then started on ipro- 
niazid at doses of 50 mgs. t.id. Within two to 
three weeks her depression began lifting and when 
5 mgs. of d-amphetamine b.i.d. was added to the 
regimen, she exhibited a zest and enjoyment of life 
which had not been evidenced previously. After 
four months of treatment on this dosage she had 
found part time employment as a receptionist which 
she thoroughly enjoyed and has now made applica- 
tion for training in one of the allied medical pro- 
fessions demonstrating a most remarkable reversal 
in personality. At the end of the fourth month she 
developed a neuralgia of the ear which necessitated 
reduction of dosage and the addition of 50 mg. of 
pyridoxine following which the condition cleared up. 
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It is interesting to note that despite the rather ex- 
eruciating pain from the neuralgia she announced 
in no uncertain terms to the therapist that she de- 
sired to continue the treatment with iproniazid even 
though she would have to have the physical pain 
the remainder of her life. Fortunately, as indicated, 
this was not necessary and she is now doing ex- 
tremely well on a dosage of 10 mgs. once a day. 

Case 2: A 48 year old housewife from Canada 
had been suffering cyclic depressions every two to 
three weeks for a period of 17 years. She had spent 
time at some of the leading medical centers of the 
United States in an attempt to have the condition 
suitably diagnosed and treated. During her periods 
of immobilization she was completely unable to get 
out of bed, took no care of her personal needs and 
was in the very “slough of despond.” The results 
of previous treatment were sufficient to relieve her 
of some of the feelings of guilt which accompanied 
the depression but did not effect the basic condi- 
tion. The longest period she had ever gone without 
depression was while under intensive therapy for a 
period of slightly less than two months. During a 
visit to New York she appeared for consultation 
and was seen briefly on three occasions primarily 
for purposes of diagnosis. After being placed on 
iproniazid she had to return home. For the next 
three months she continued without any evidence 
of recurrence of depression and at the time of this 
writing had developed an intercurrent medical con- 
dition which it was felt indicated the temporary 
withdrawal of the iproniazid. Her major concern 
is that the depression may recur but since the con- 
dition is relatively self-limited, it is quite possible 
that the prolonged action of the iproniazid may en- 
able her to carry through the present episode with- 
out recurrence of the depression. It is then planned 
to again return her to a maintenance dose of ipro- 
niazid. 


Case 3: A young divorced woman in her twenties 
had been seen four or five years ago for psycho- 
therapy but was a most unresponsive subject. She 
was characterized by lack of interest in social ac- 
tivities despite her rather attractive appearance and 
also by chronic anorexia. Recently she returned 
again for treatment and was given the combination 
of 50 mgs. of iproniazid t.i.d. and 5 mgs. of d-am- 
phetamine b.i.d. She has, within the first few weeks 
of treatment, shown a remarkable gain of weight 
and symptomatic relief of her anorexia and has be- 
gun quite active social participation. 


Case 4: A Viennese housekeeper in her fifties was 
referred by an internist who was greatly concerned 
about her suicidal preoccupations. After two years 
of intensive therapy her former psychiatrist felt 
that he could not be of further help to her and had 
terminated the relationship. In view of a history 
of two previous suicidal attempts the internist who 
was caring for her gastrointestinal condition (an 
ulcer) referred her on an emergency basis. On 50 
mgs. iproniazid t.i.dd. she developed a fair amount 
of dizziness and it was necessary after a few days 
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to reduce the dosage to half. She was also given 
5 mgs. of d-amphetamine once a day. Within one 
week her appearance was almost unrecognizable. 
Her usually furrowed brow and dolorous faces were 
replaced by such different expression that the pres- 
ent therapist iiterally did not recognize her when 
she walked into the office and it required a rapid 
readjustment to realize that it was the same pa- 
tient. This particular patient had also been seen 
by a colleague of the therapist and the same re- 
markable change was evident to him. She has con- 
tinued much as after the first weeks of improvement 
and although she faces some serious psychothera- 
peutic problems she appears amenable for the first 
time to establishing the necessary relationship to 
accomplish such treatment. 

Case 5: Dr. Herbert Spiegel! describes the patient 
on whom he made the original observation of the 
effectiveness of the combination of iproniazid and 
d-amphetamine, as follows: 

This is a 50 year old, married, white, male, Sales 
engineer, with a history of depression since the age 
of 17. His youngest sister, 45, is currently a hos- 
pitalized schizophrenic. The patient has had five 
major depressive episodes from the age of 17 to 
the present, each depression lasting from one year 
to four years. The current depression is now in its 
sixth month and as yet has not required hospitali- 
zation. With two previous depressions, he was hos- 
pitalized and the last depression was severe enough 
to warrant ECT. He did not respond to the first; 
during the second ECT he developed respiratory 
arrest and was considered a poor risk for continua- 
tion of therapy. Because of that his family re- 
fuses any further use of ECT. His current depres- 
sion is characterized by lethargy, restlessness, gen- 
eral lack of interest, and recurring complaints about 
his helplessness. He has been aided in maintain- 
ing a limited business activity with the use of d-am- 
phetamine during the day and Sodium Amytal for 
sleep at night. He was then started on prochlor- 
perazine (Compazine), 60 mg. daily, and after the 
second day with no apparent effect this was in- 
creased to 90 mgs. daily. Two days after this he . 
became much more sluggish, his depression became 
much more marked and he talked about suicide. 
The prochlorperazine was promptly stopped and 
within a day the severity of depression was relieved. 
After two or three days he returned to the previous 
level of depression with no indications of suicide. 


On January 31, 1957 the patient was started on 
50 mgs. of iproniazid t.id. The only other medica- 
tion was Seconal for sleeping. The patient was 
being seen on a four times a week basis and on 
February 6 it was noticed that the depression had 
lifted very slightly. The dosage was then increased 
by an extra 50 mgs. at breakfast but no further 
alleviation of symptoms was noted. On February 
23, 5 mgs. of d-amphetamine was added to the regi- 
men and within two days the patient was obviously 
brighter and more animated. This improvement 
has continued and increased further so that for the 
first time in nine months the patient is active in his 
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business. He has even “gone out on the road” sell- 
ing which he had not done for years previously. On 
March 4 the dosage of iproniazid was dropped to 
100 mgs. a day and at present (June) it has been 
possible to reduce his psychotherapeutic sessions 
to two or occasionally three times a week. During 
the last few months he has been faced with a num- 
ber of strong environmental and emotional traumas 
involving the death of one of his parents and the 
problem of caring for the remaining one. He has 
been able to make important business decisions 
which it had been necessary for him to defer in 
the past and also to manage a fairly complicated 
and unpleasant domestic relationship. Seconal is 
no longer necessary for sleeping with an occasional 
dose of chlorohydrate being the only hypnotic. 

Case 6: The four following case summaries are 
selected from the fifteen patients Dr. Samuel Sand- 
ler? has treated. Among the fifteen there was only 
one patient who failed to respond satisfactorily al- 
though there are mitigating circumstances. 

A previously very independent business woman 
married a few years ago and at the age of 47 de- 
veloped hypertension, a cardiac condition and a 
hemiplegia. This led to a marked depression with 
extreme discouragement and hostility. Six months 
spent at a “retraining” institution ended in failure 
which led to her being referred for psychiatric treat- 
ment. The possibility of electroconvulsive therapy 
was considered but was discouraged by the con- 
sulting cardiologist. Three months of psychother- 
apy proved fruitless and therefore when iproniazid 
became available she was immediately given 50 mgs. 
t.i.d. At the end of three weeks the patient had 
improved sufficiently to describe herself as feeling 
“pretty good.” Progress continued at a very sat- 
isfactory pace and now for the first time in two 
years since her hemiplegia she accepts her life sit- 
uation, is active about the house and has regained 
the cheerfulness and gaiety which characterized her 
in the past. 


Case 7: A housewife in her early fifties developed 
reactive depression following the death of her 
mother. She was unable to do any housework, did 
not see her neighbors and had no interest in her 
family. Following a course of electroconvulsive 
therapy she showed slight improvement but re- 
lapsed within one month. There seemed no alter- 
native but institutionalization. The availability of 
iproniazid offered a possible alternative and she was 
started on 50 mgs. t.i.d. Improvement became evi- 
dent after two or three weeks of treatment and at 
the end of 24% months she spontaneously remarked, 
‘“‘My whole life has been reversed.’”’ Instead of fear- 
ing each day she looks forward to all the pleasures 
it will bring. 

Case 8: A 50 year old bachelor employed as an 
important official of a well known organization had 
suffered intermittent depressions for the past 30 
years. In order to make it possible for him to con- 
tinue at all he had been receiving maintenance elec- 
troconvulsive therapy every three months. A few 
weeks prior to the present treatment he developed 
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a heart condition which had to be taken into con- 
sideration when his depression recurred. The use 
of ECT was considered dangerous. His response to 
iproniazid occurred within a week and at the pres- 
ent time he states, “It seems to be the answer to my 
problem after 30 years of searching.” He had also 
been apprehensive because he felt that his cardiac 
status might lead to his death if he exerted himself 
unduly. During a recent session he commented 
with surprised satisfaction on the fact that he had 
had sex relations twice the evening before, a physi- 
cal exertion which he had believed was no longer 
possible. 


Case 9: A 45 year old Italian housewife developed 
an involutional depression precipitated by the neces- 
sity of committing her sister to an institution (also 
because of depression). She withdrew to the ex- 
tent that she did not visit her parents, would not 
eat or sleep, losing 20 pounds as a result. She was 
given a course of electroconvulsive therapy with 
considerable improvement but this was maintained 
no longer than three weeks. During the next four 
months of treatment her depression continued to 
deepen and plans for institutionalization had al- 
ready been made when iproniazid was given. Within 
three weeks she began to smile occasionally during 
her visits. She is now considerably improved hav- 
ing gained back some of her weight, is sociable 
again and has a much more optimistic attitude. 


Case 10: Dr. Beatrice Nachtigal? reports the fol- 
lowing experience: 

A 42 year old decompensated schizophrenic wo- 
man with three children was obsessed with the 
thought of poisoning her family and was much up- 
set by these ideas. In a first episode in her twenties 
she was ill for two years with the same preoccupa- 
tions and was supported by family reassurance ra- 
ther than formal treatment. When in her thirties 
there was a recurrence of a similar episodes which 
terminated abruptly when she broke her ankle. The 
third episode occurred some 5 years ago during 
which she was given 10 to 15 electric shock treat- 
ments which brought about some respite although 
she was not returned to anything like functional 
capacity until she had undergone 9 months of addi- 
tional psychiatric treatment. The present episode 
was as described above and she had been seen for 
three weeks before treatment with 50 mgs. of ipro- 
niazid and 5 mgs. of d-amphetamine t.i.d. were 
started. At the end of one week she had shown 
gradual improvement in respect to the fact that 
she now felt she had sufficient courage to “lick” 
her illness without the necessity of either hospitali- 
zation or electroconvulsive therapy. Previously she 
had pleaded for any treatment that would relieve 
her in any way. 

As her assurance that she could deal with the 
illness increased, the thoughts and ideas became 
more overt and she raised the question as to 
whether she ought not to carry out her obsession. 
By facing her directly with the reality situation and 
the probability that such behavior would result in 
legal punishment as well as real guilt, she was able 
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to reject the idea of such “acting out.” She came 
to understand that her real problem lay elsewhere 
and that the death wishes against the children ac- 
tually referred back to her own childhood. Follow- 
ing this episode which occurred about one month 
after starting iproniazid she began getting better 
and was able to explore her various relations with 
people. At the present time, although on rare oc- 
casions, these thoughts return she is able to brush 
them off with great ease. The dosage is presently 
being reduced. 

Case 11: Following announcement of our results 
in April at the American Psychiatric Association 
Regional Research Conference in Syracuse, N. Y., 
many inquiries followed. Those from private indi- 
viduals were answered by referring them to their 
family physicians. In one case, among others, the 
general practitioner obtained a draft of our paper 
and was brought up to date on our most recent re- 
sults and techniques. He started a case on medica- 
tion in mid-April. On June 6 the patient wrote 
again and parts of her letter were as follows: ‘You 
see, doctor, the pills have worked... . I am not de- 
pressed or frightened any more. I go everywhere 
and talk to everyone. I am full of energy. ...I 
used to force myself to sleep until 1:00 P.M. be- 
cause I knew the day would be like any other. Dull 
and empty and at times frightening. Now I am up 
at six and can’t wait to get started cleaning my 
home, painting and decorating it. After my work 
I go visiting or take my nephews fishing in the 
park. The day now seems too short. Not long 
enough for all the things I want to do. ...To me 
it seems like a miracle, for I knew that I was in 
for another year of depression. I shall be eternally 
grateful.” 

Case 12: Dr. Edward L. Croxdalet of Villisca, 
Iowa, was also among those who requested specific 
techniques and in a letter dated June 6 he writes, 
in part: “I felt you might be interested to know I 
was anxious to try the drug on a 48 year old male 
who had a severe depression. In August and Sep- 


tember of 1955 he . . . received shock therapy with 
some improvement. However during the past year 
he gradually became worse. He has been on Thora- 
zine, 25 mg. t.i.d. and Equinal, 400 mg. t.i.d., with 
so-so results. We started Marsilid, 50 mg. t.i.d., 
and maintained the dosage of the other drugs. His 
wife tells me she noticed no change for about three 
weeks. After that she noticed a gradual change, 
his depression now after six weeks is gone. His out- 
look on life is normal and wholesome.” In addition 
the patient had been diagnosed in 1950 as having 
amyotrophic lateral sclerosis and the iproniazid did 
not produce any increase in muscular weakness, nor 
was there any unsteadiness of gait, etc. 

Case 13: Dr. Mortimer Ostow5 is preparing for 
publication the description of an intensely studied 
case; that of a 58 year old man in a fairly profound 
reactive depression. The psychoanalysis was ex- 
tremely stormy and there was real apprehension 
lest the patient kill himself. In view of this cir- 
cumstance he was given iproniazid, 50 mg. t.i.d., 
and improvement was seen within 10 days. The 
psychodynamic changes were extremely interesting. 
After the patient was relieved of his depression, 
the drug was reduced and after each dose reduction 
changes were again observable. Medication has 
now been completely withdrawn. 


Authors’ Note: The iproniazid used in this study 
was supplied by Hoffmann-LaRoche, Inc., Nutley, 
New Jersey, under the name Marsilid. 
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Errors in Judgment When Fased with an “Affront” 


EDMUND BERGLER, M.D. 


Some people admit it; some do not—but 
Boswell’s dictum, “My favorite topic, my- 
self,” applies to everyone. Too much con- 
centration on self has many disadvantages, 
but only one facet will be singled out here: 
the errors in judgment that invariably arise 
when a person is subjected to an “affront.” 
The core of such errors consists of starting 
one’s deliberations with the indignant ques- 
tion: “How can he do this to me?” Thus, 
one’s own lovable self becomes the primum 


movens. 
Placing the accent on oneself automati- 
cally renders these deliberations worthless. 


Doing so bypasses the fact that the other 
fellow (the offender) uses the identical pri- 
ority list, and therefore places himself on 
top. A matter that should be explained in 
terms of the other fellow’s needs and moti- 
vations is consequently twisted into a per- 
sonal problem of self. This “little error” 
has far-reaching after effects: the entire de- 
liberation ends with a faulty conclusion. It 
is as though a person worked on a complex 
mathematical problem, having started his 
calculation with the unobserved error: 1 plus 
1 equals 27. 

Mr. A., a writer, made a luncheon appoint- 


ent 
| 
| 


40 DISEASES OF THE NERVOUS SYSTEM 


ment with his literary agent. The specific 
day, the specific hour, the specific restaurant 
had been set, and confirmed by letter. The 
agent did not appear. A. waited one hour, 
getting more and more furious, and dwelling 
on the personal affrcnt. He was so angry 
that he did not even call the agent’s office; 
he preferred to indulge in self-pity and com- 
pensatory revenge fantasies. It was not un- 
til late in the afternoon that he telephoned 
the agent’s office, only to learn that the agent 
was ill and at home in bed. Mr. A. had the 
impression that the secretary at the other 
end of the line had been expecting his call; 
he thought her replies and regrets too pat 
to be true. He had asked why he had not 
been told of the agent’s illness in the morn- 
ing; he viewed with suspicion the secre- 
tary’s apologetic explanation that she had 
forgotten to check the agent’s appointments 
and therefore should be blamed. A. was so 
furious that he did not even ask the obvious 
question: had the agent told her to check 
his appointments? 


The next day he received a letter of apol- 
ogy in which the agent put the blame 
squarely on the inefficiency of his office staff. 
In discussing the incident during his analytic 
appointment, A. complained bitterly of the 
affront and—probably with justification— 
declared that the “forgetting” was the 
agent’s fault, not his secretary’s. However, 
instead of shrugging his shoulders over the 
nuisance-value of the incident, and simply 
asking himself whether he would be better 
off with another agent than with this one, he 
delivered a long, masochistic tirade on how 
meanly “poor little me” was being treated. 


“He wouldn’t dare if my books were selling like 
Hemingway or Mike Spillane!” 

“Aren’t you misusing the incident for self-re- 
proaches over your moderate success?” 


‘TIsn’t that unavoidable?” 


“Of course it’s avoidable. Your inner conscience 
is on the warpath, and you're being a sucker, play- 
ing its game, instead of counteracting it.” 

“I still say it’s a personal affront, a slap in the 
face!”’ 

“Let’s see. Is your agent antagonistic toward 
you?” 

“That’s the strange thing: he isn’t. But uncon- 
sciously he must hate my guts. Otherwise he 
wouldn’t have forgotten.” 

“Why do you overstress yourself in this incident ? 
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What appears like a personal affront may have 
reasons totally unrelated to you.” 

“Such as?” 

“Not knowing the man, I can only speculate. Per- 
haps he was in a masochistic mood, unconsciously 
wanting to make trouble for himself. Perhaps he 
had to swallow too much nonsense from one of his 
best-selling clients, and in active repetition of a 
passively endured experience (a repetition in re- 
verse) took it out on you. Or maybe he had a do- 
mestic conflict. Who knows?” 

“But I am the injured party!” 

“That is quite true. But it doesn’t change the 
fact that the ‘affront’ may have reasons uncon- 
cerned with yourself. You committed not one, but 
two cardinal errors: First, you began your train of 
thought with yourself, not the agent. Second, you 
misused the incident for a masochistic fiesta, thus 
shortchanging an attack of the inner conscience 
(superego). And the superego in its turn misused 
the situation to administer a severe beating to you.” 


Miss B., an intelligent woman, was execu- 
tive assistant to an industrialist. During 
one appointment, she complained bitterly 
about her boss: all day, she declared, his be- 
havior had been “impossible and insulting.” 
Although the man was in general a rather 
pleasant and considerate person, she took his 
ill-humor personally. I asked whether he 
had treated everyone badly, or had singled 
her out as the target of his “impossible” be- 
havior. She admitted that it had been a ter- 
rible day for everyone coming in contact 
with him; he had “kicked all of us around.” 

“Why do you take it personally?’ I asked. 

“What is that supposed to mean? He mistreated 
me, didn’t he?” 

“But if the reason for his extraordinary behavior 
—which affected everyone he came in contact with 
—had nothing to do with you, why not make allow- 
ances ?” 


Miss B. then told of an incident that had 
added fuel to her indignation, She had over- 
heard her boss speaking to his wife on the 
telephone during the morning. He had ca- 
tered to his wife in the most humiliating 
manner. The theme song of his end of the 
conversation was, ‘Yes, darling; of course, 
darling.” Miss B. concluded: “At the same 
time, he was acting the big shot with me!” 
It seemed likely, from this evidence, that her 
boss had been through a severe domestic 
conflict the preceding night, and had not cut 
a heroic figure in that crisis. To counteract 
his passivity at home, he exhibited aggres- 
sion in the office. 

Why didn’t the intelligent patient see 
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through that banality? Why did she start 
the “explanation” with herself? Why was 
she full of self-reproach—dictated by inner 
conscience? If she had understood the rea- 

. sons for her employer’s behavior, she would 
have deprived herself of a good case of in- 
justice collecting. 

In short, an emotional situation such as 
that faced by a person who has met with an 
“affront” obscures factual thinking. If it 
did not, the starting point for the individ- 
ual’s subsequent attitude would be placed 
where it belongs: with the perpetrator of the 
injury. Equally typical is the fact that the 
inner conscience seizes the opportunity for a 
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second installment of punishment, and that 
the victim usually—unconsciously—misuses 
the attack for the purpose of injustice col- 
lecting, hence psychic masochism. 


One has to accept the dreary truth that 
people unconsciously misuse one another for 
the sake of solving their inner conflicts. The 
practical consequences that follow such mis- 
use pose another—and again a practical— 
problem. But knowledge can help the indi- 
vidual who is not too severe a psychic maso- 
chist to escape the double pitfall described 
above. 


251 Central Park West, New York 24, N. Y. 


The Electroencephalogram of Multiple Sclerosis 


(A Preliminary Report) 


JAMES B. FUNKHOUSER, M.D., and BENEDICT NAGLER, M.D. 


The literature of electroencephalography 
in multiple sclerosis is sparse enough to per- 
mit a brief review. Berger in 1931 reported 
that abnormal records were found in multi- 
ple sclerosis only when there was severe 
mental change.’ Lamere confirmed this find- 
ing in 1936. Table I summarizes recent re- 
ports including the Veterans Administration 
Cooperative Study. 


TABLE I 

n 

a0 < 

6 5 1 (late 16 

normal) 

70 66 4 5 
34 13 21 62 
79 41 38 48 
20 10 £10 50 
Fuglsang-Frederiksen1® 74 12 52 70 
VA. Coop. Study .......... 196 86 106 55 


Strauss,° singularly, reported 66 of 70 
cases to have normal records. He found nor- 
mal records during active phases of the dis- 
ease, as well as during remissions, He could 


McGuire Veterans’ Administration Hospital, Rich- 
mond, Virginia. 


find no difference in EEG abnormality in the 
predominantly involved system, whether it 
was cerebral hemispheres, the cerebellum, 
brain stem or spinal cord. It was his con- 
clusion, on the basis of small percentage of 
abnormality found, that an abnormal elec- 
troencephalogram casts doubt on the diagno- 
sis of multiple sclerosis and he stated that 
when the diagnosis of multiple sclerosis is 
considered and an abnormal electroencepha- 
logram is found the case should be scrutin- 
ized more closely in order to make sure that 
one is not dealing with another disease of 
the nervous system. Personal communica- 
tion from Booth’ is shown on Table I as well 
as the material of Fuglsang-Frederiksen.*° 
The latter three studies and Hoeffer’ are 
compared with our findings. In 192 cases in 
the VA Cooperative Study with one or more 
EEG’s, there were only 86 which were com- 
pletely and always normal; 106 cases had at 
least one abnormal record at some time dur- 
ing the study. 


It is apparent that there are great differ- 
ences in the percentages of abnormality ob- 
tained by different investigators. The basic 
question, of course, is what to regard as nor- 
mal and abnormal. Strauss, for example, did 
not consider Gibbs’ one case abnormal, nor 
did he consider Freeman’s case abnormal be- 
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cause it later changed into a normal record.° 
If a given case has both an abnormal and a 
normal record, how should it be counted sta- 
tistically? 

It is of considerable importance in the un- 
dertaking of the difference in Table I to real- 
ize that with the VA study, in Hoeffer’s re- 
port and with Fuglsang-Frederiksen’s report 
(where the largest percentages of abnormal- 
ity were found), serial records were made. 
Our records were made at monthly intervals 
throughout a period of a year. Of course, 
many cases were dropped out of the study 
and in some instances only one electroen- 
cephalogram was made. These facts in- 
troduce murkiness into some aspects of the 
analysis to follow. We cannot claim ours is 
a completely serial study, nor can we say, 
for example, that some of our 86 cases which 
were always normal, would not have become 
abnormal if we had made a few more (or 
even one more) record. All of our cases did 
not have exactly 12 electroencephalograms. 

Our report is the “by-product”’ of a larger 
study of multiple sclerosis initiated and con- 
ducted by the Department of Neurology of 
the Veterans Administration. It had been 
reported by Kurtzke and Berlin” that iso- 
nicotinic hydrazine (INH) was beneficial in 
the treatment of multiple sclerosis. To check 
this a double-blind placebo study was ap- 
plied to the study of INH in the treatment 
of multiple sclerosis in 11 widely separated 
stations of the Veterans Administration 
where there were qualified neurologists for 
responsible investigators. INH was admin- 
istered, 100 mgms, three times a day, to cer- 
tain cases of multiple sclerosis that had been 
rigidly selected, to make a “pure” group. 
The primary purpose was to determine 
whether or not INH would modify the symp- 
toms or findings of multiple sclerosis. A 
neurological examination, spinal fluid, psy- 
chological and electroencephalographic stud- 
ies were made at regular intervals through- 
out the period. This is a preliminary report 
of the EEG’s. Other aspects were reported 
~ In the course of our study 1127 electroen- 
cephalograms were made on 192 patients. 
Initially these electroencephalograms were 
interpreted at the individual stations; 853 of 
the EEG’s were later reviewed by the au- 
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thors of this report in an effort to obtain 
consistency of interpretation. They were di- 
vided into normal, abnormal, and borderline 
normal. 

Though it is admitted that for accurate 
scientific purposes, there is lack of uniform- 
ity in the making and interpretation of these 
records, the case material is, we believe, as 
strict as could possibly be arranged. In the 
first place the design of the primary study 
required that a reasonable certainty of di- 
agnosis of multiple sclerosis be established. 
Fox inclusion in the study, it was necessary 
for the patient to have had the onset of the 
disease between the ages of 18 and 45. He 
had to have past or present evidence of si- 
multaneous involvement on the part of two 
or more areas of the central nervous system. 
There must have been an acceptable history 
of at least two episodes of signs or symp- 
toms of multiple sclerosis or a history of a 
slowly progressive lesion of the central ner- 
vous system over a period of six months or 
more. 

Excluded were all cases where a diagnosis 
of multiple sclerosis was in doubt, such as 
those of acute encephalitis, vascular lesions 
or syphilis. Excluded also were those with 
a history of epilepsy. The reason for this 
last exception was that experience with INH 
in tuberculosis had suggested that the drug 
was capable of potentiating latent epilepsy. 
The removal of known epileptics from the 
series probably has decreased the percent- 
age of paroxysmal (and thus abnormal) 
EEG’s obtained. Only 10 cases had paroxys- 
mal records (5.2%). Only three patients de- 
veloped seizures under treatment, one of 
these while taking the placebo. It does not 
appear, therefore, that INH in the dosage 
we employed is very potent in the activation 
of epilepsy. 

In comparing the initial electroencephalo- 
gram with those at the termination of treat- 
ment, there was no evidence of any change 
in the rate, amplitude or character of the 
record as a result of the INH. Wingeld’’ 
states that in a serial EEG study of 52 pa- 
tients who were receiving INH for pulmo- 
nary tuberculosis, there were no observable 
changes in the 166 electroencephalograms as 
compared with the normal or abnormal rec- 
ords prior to therapy. 
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TABLE II 


3 Mos. 6 Mos. 9 Mos. 12 Mos. 


Improved 6 2 3 6 4 4 
Unchanged 51 49 46 38 33 29 22 = 18 
Worse 10 9 8 8 4 8 3 9 
Total 67 60 57 32 41 41 #30 += «30 


Table II shows the change in EKG inter- 
pretations between enrollment and follow-up 
at quarterly intervals. There is no signifi- 
cant alteration in the EEQ’s as the result of 
the treatment. 


TABLE III 
EEG INTERPRETATION 

o 

& 
Predominant 8 = 
Cranial Nerve 6 5 
Incoordination ................ 36 23 6 
WEARTICHS: 58 39 9 10 
No single area ................ 76 54 7 15 


Table III shows there were no significant 
relationships of encephalographic abnormal- 
ity to either cranial nerves, coordination, 
weakness, or where no system was predomi- 
nantly involved. 


An effort was made to compare EEG ab- 
normality with clinical dysfunction as rated 
by what is called the Bronx Scale. In the 
Bronx Scale a rating of 1 is minimal dis- 
ability, 5 moderate, 9 severe. Table V shows 
that EEG abnormality is not related to se- 
verity of symptoms. 

Our record confirmed the usual abnormal- 
ity in multiple sclerosis to be in a diffuse 5 
to 8 per second slowing, particularly in the 
frontal areas, sometimes limited to one side 
of the head and sometimes focal, not con- 
tinuous nor paroxysmal as a rule, but a ran- 
dom, irregular, slowing. This has already 
been reported by many authors starting with 
Berger. We have learned that INH does not 
modify the EEG in multiple sclerosis in clin- 
ical dosages. We have confirmed the find- 


ings of others that the EEG abnormalities 


TABLE IV 
EEG INTERPRETATION 
8 
2 
< 
1,021 666 153 202 
Cranial—Norma. .............. 287 186 42 59 
Psychiatric Normal ...... 253 38 50 
Psychiatric Abnormal .. 34 21 2 9 
Cranial—A11 307 217 36 54 
Psychiatric Normal ...... 257 #8189 25 43 
Psychiatric Abnormal .. 50 28 11 11 
Cranial—A2_ 427 263 75 89 
Psychiatric Normal ...... 277 ~=—178 41 58 
Psychiatric Abnormal .. 150 85 34 31 
PERCENT 
100.0 65.2 15.0 19.8 


‘100.0 64.8 14.6 20.6 
Psychiatric Normal .... 65.2 15.0 19.8 
Psychiatric Abnormal... 100.0 61.8 11.8 26.5 
Cranial—A1 100.0 70.7 11.7 17.6 
Psychiatric Norma ...... 99.9 73.5 9.7 16.7 
Psychiatric Abnormal... 100.0 56.0 22.0 22.0 
100.0 616 176 20.8 
Psychiatric Norma ...... 100.0 643 148 20.9 
Psychiatric Abnormal.. 100.1 56.7 22.7 20.7 


Al is the involvement of the optic nerve 
only; A2 is involvement of the cranial nerves 
other than optic (although the optic may be 
also involved). 

No significant relation of EEG abnormal- 
ity to any of the cranial nerves or psychia- 
tric symptoms can be seen in Table IV. 


TABLE V 
Kurtzke15 Scale 
Rating 
EEG INTERPRETATION 
Total Normal Borderline Abnormal 

FE 176 121 23 32 
104 14 19 


in multiple sclerosis do not match well with 
clinical findings nor with severity of symp- 
toms nor with mental change. 

Whether to assign differential diagnostic 
value to an abnormal electroencephalogram 
found in a possible case of multiple sclerosis 
will depend on how the individual interprets 
records. For example, Strauss, who found 
5% of his records abnormal, was quite jus- 
tified in considering that an abnormal EEG 
would cast doubt on the diagnosis of mul- 
tiple sclerosis; and Gibbs'* was undoubtedly 
correct in stating, on the basis of his find- 
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ings, that an abnormal EEG would favor a 
diagnosis of acute encephalitis over multi- 
ple sclerosis in questionable cases. 

However, if you are willing to accept the 
higher percentage of abnormality found in 
studies similar to ours, you would not wish 
to attach any diagnostic significance to ei- 
ther a normal or abnormal brain wave in a 
case suspected of multiple sclerosis. Since 
our data would tend to show that if serial 
electroencephalograms are made, slightly 
more cases of multiple sclerosis will show ab- 
normality than not. 

Schwab" has commented that the EEG 
has some value in differentiating a localized 
spinal lesion due to trauma, tumor or infec- 
tion from a suspected case of multiple scle- 
rosis. He said the presence of an abnormal 
rhythm in the EEG would point to involve- 
ment of cerebral structures and suggest mul- 
tiple sclerosis in such a case since a pure 
spinal case would not show EEG abnormal- 
ity. Our statistics so far cannot completely 
support this contention. We will have to 
review our material on this point. Also, 
though implied in our tables, it is not cer- 
tain whether abnormality is present only 
during clinical exacerbation (as considered 
by Freeman). 

Summary 

The EEG findings are reported in 192 
cases of multiple sclerosis who had no prior 
history of epilepsy. Some of these were 
treated by INH. INH does not influence the 
EKG in multiple sclerosis. EEG abnormal- 
ity does not seem to relate to severity of 
symptoms, nor to the predominant system 
involved, nor to mental symptoms in multi- 
ple sclerosis. The usual abnormality is a 
random, irregular slowing 5 to 8 per second, 
diffuse and shifting, but particularly in 
frontal areas. One hundred and six, or 55%, 
of our cases at some time or another showed 
an abnormal tracing. This is a much higher 
figure of abnormality than is usually re- 
ported and would seem to demonstrate the 
obvious—namely, that when serial electro- 
encephalograms are made, more abnormality 
is found. Because of this the differential 
diagnostic value of one electroencephalo- 
gram in a case of multiple sclerosis seems 
small unless it is correlated with the clin- 
ical neurological findings. 
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Authors’ Note: This study has been reviewed in 
the Veterans Administration and is published with 
the approval of the Chief Medical Director. The 
statements and conclusions published by the au- 
thors are the result of their own study and do not 
necessarily reflect the opinion or policy of the Vet- 
erans Administration. 
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BALDPATE, Inc. 


Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 
For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 


Definitive psychotherapy, somatic therapies, pharmacotherapy, milieu-therapy under 
direction of trained occupational and recreational therapists. 


HARRY C. SOLOMON, M.D. GEORGE M. SCHLOMER, M.D. 
Consulting Psychiatrist Medical Director 


DEVOTED TO THE ACTIVE TREATMENT OF 


MENTAL and NERVOUS DISORDERS 


ing: 
© Insulin Shock © Electro-Narcosis 
2828 S. PRAIRIE AVE. © Electro-Shock © Out Patient Shock Therapy 
CHICAGO Available 
Phone VIctory 2-1650 ALCOHOLISM Treated by Comprehensive Medical- 
J. DENNIS FREUND, M.D. 
Medical Director Psychiatric Methods. 


Specializing in Psycho-Therapy, and Physiological therapies includ- 


HALL-BROOKE 


An Active Treatment Hospital, located one hour from New York 


A licensed private hospital devoted to active treatment, analytically- 
oriented psychotherapy, and the various somatic therapies. Each 
patient is under daily psychiatric and medical supervision. 


HALL-BROOK€E, Greens Farms, Box 31, Conn. 
Tel.: Westport, CApital 7-5105 


GEORGE S. HUGHES, M.D. ROBERT ISENMAN, M.D. 

LEO H. BERMAN, M.D. JOHN D. MARSHALL, JR., M.D. 

ALFRED BERL, M.D. PETER P. BARBARA, PH.D. 

LOUIS J. MICHEELS, M.D. HEIDE F. and SAMUEL BERNARD, Administration 


New York Office: 46 East 73rd Street — LEhigh 5-5155 


Saint Joseph Sanitarium 
(Supervision of Sisters of Mercy) . 
P. O. BOX 236 — DUBUQUE, IOWA 
or phone $-8291 for information 
Mild Mental and Nervous Cases 


also 


Convalescent and Rest Patients 


Shock Therapy, Hydrotherapy, Physiotherapy, Occupational Therapy. 
Competent Staff. 
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RING SANATORIUM 
Eight Miles from Boston 


For the study, care, and treatment of emotional, mental, personality, and habit disorders. 

On a foundation of dynamic psychotherapy all other recognized therapies are used as indicated. 
Cottage accommodations meet varied individual needs. Limited facilities for the continued care 
of progressive disorders requiring medical, psychiatric, or neurological supervision. — 


Accredited by the APA and the Joint Commission on Accreditation of Hospitals. 


BENJAMIN SIMON, M.D. CHARLES E. WHITE, M.D. 
r Assistant Director 


ARLINGTON HEIGHTS, MASSACHUSETTS - Mission 8-0081 


A NEUROPSYCHIATRIC FOUNDATION 
THE 


~~ ROGERS MEMORIAL HOSPITAL 


The Hospital is situated on the Nashotah Lakes, 30 miles west of Milwaukee, provid- 
ing the ideal, restful country environment and the facilities for the modern methods of 
therapy of psychoneuroses, psychosomatic disorders, alcoholism, and the other neurologic 
and psychiatric problems. Occupational therapy and recreational activities directed by 


trained personnel. 
OCONOMOWOC, WISCONSIN 
PHONE LOGAN 17-5535 


EUGENE FRANK, M.D. OWEN OTTO, M.D. LEROY A. WAUCK, PH.D. 


WILLIAM C. JANSSEN Medical Director Clinical Psychologist 
LOREN J. DRISCOLL, M.D. JOSEF A. KINDWALL, M.D. 
Consultant 


| FAIR OAKS 


INCORPORATED 
SUMMIT, NEW JERSEY 


A fully approved Hospital for intensive treatment and management of 
problems in Neuropsychiatry. 


OSCAR ROZETT, M.D. THOMAS P. PROUT, Jr. 
Medical Director Administrator 


BEVERLY HILLS CLINIC and SANITARIUM 


210 N. Westmoreland Avenue WHitehall 3-4651 
Dallas 11, Texas 


A private clinic and hospital for nervous and mental diseases both for in-patients and out-pa- 
tients—stressing a homelike environment with separate building units and special cottages—air- 
conditioned. 

A complete neuropsychiatric diagnostic and treatment center including a department of psychol- 
egy—encephalography—clinical laboratory and X-ray—psychotherapy—electroshock and _ insulin 
coma therapy, as well as psycho-surgery. 


ARTHUR J. SCHWENKENBERG, M.D. FRED H. JORDAN, M.D. 
JOSEPH L. KNAPP, M.D. HENRY P. HARE, JR., M.D. 
JACKSON H. SPEEGLE, M.D. LUDLOW M. PENCE, M.D. 


Neurology Psychiatry 


| 
| 
| 
| 
| 
| 
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GLENSIDE HOSPITAL 


FOUNDED 1909 


Located in an attractive rural setting in the heart of Boston for the care of nervous, 


mental and geriatric disorders, alcoholism and drug addiction. 


The new Ordway Therapy Unit includes the most modern electrotherapy equipment. 


Anesthesia by the Hand-Auden Associates and trained personnel available to cour- 
tesy staff. 
DORIS M. HORWOOD, Superintendent 


RUTH M. CROSSFIELD, M.D., Medical Director 


6 PARLEY VALE, JAMAICA PLAIN, MASS. 
JAMAICA 4-0044 RATES MINIMAL 


HILLCREST HOSPITAL UE st. 1905 


(formerly The Retreat, Inc.) 
DES MOINES 12, IOWA 


For the diagnosis and treatment of Nervous and Mental Disorders 
in a homelike environment. 


Occupational Therapy, Physiotherapy and Shock Therapy 
Open Psychiatric Staff 


HERBERT C. MERILLAT, M.D., Medical Director HERBERT W. VETTER, Administrator 


P N E W O O D Physicians in Charge 


DR. WALTER A. THOMPSON, F.A.P.A., Clinical Director 
Westchester County Katonah, N. Y. Tel.: Central 2-3155 


A competent sixty bed psychiatric hospital offering an approved program for training residents 
in neuropsychiatry. Psychoanalytically oriented. Patients receive individual treatment sessions 
and also group therapy. Electroshock therapy and its modifications available. Pharmacological 
therapies. Consulting staff of specialists. Monthly clinical conferences open to the profession. 


N. Y. City Offices—By Appointment 


DR. EPSTEIN—975 Park Ave.—Tues., Thurs., Sat. RH 443700 
DR. WENDER—59 East 79th St.—Mon., Wed., Fri. BU 8-0580 


For Intestinal Dysfunction 


NUCARPON® 


Each tablet cont: Extract 
of Rhubarb, Senna, Precip. 
Sulfur, Peppermint Oil, 
Fennel Oil in activated 


charcoal base 


= 
For making Burow's Solution 
U.S.P. XIV 


WET DRESSING Use 


PRESTO-BORO® 


{Aluminum Sulfate and 


Calcium Acetate) 


POWDER |N ENVELOPES 


— TABLETS — 


For treatment of Swellings, 
inflammations, Sprains 


For Pulmonary Conditions 


TRANSPULMIN® 


3% solution Quinine with 
Camphor for Intra- 


muscular Injection. 


ORL 


~ 


: 
=> | 

4 gEDATION 
IRRITABLE PATIENTS 

| 

4 

ott 
Each Chocolate Coated Tablet Contains Ext. Valerian (highly concen 
grated) 9.05 finely gubdvided for maximum efficiency 
TASTELESS. ODORLESS, WON-DEPRESSANT SEDATIVE and EUPHORIC 
ERIANETS-DISPERY are indicated in cases of nervous excitement and 

exhaustion. anxiety and depressive grates. cardiac and gastrointestinal | 

neuroses: menopause! and menstrual molimena. insomnia. 

STA Dose: | of 2 tablets tid - pottie of 50 and of 190 tablets ee i 

ANDARD PHARM At All Prescription Pharmacies 
ACEUTICAL CO ae 
est 26th St., N i 
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SANITARIA DIRECTORY 


The institutions listed below are among the finest priate sanitaria in the United Stat-~. 
They offer private, indiwidual specialized care the patient. 


BALDPATE, INC. 


Georgetown, Massachusetts 


BEVERLY HILLS CLINIC AND 
SANITARIUM 


Dallas 11, Texas 


HALL-BROOKE 


Greens Farms, Conn. 


HILLCREST HOSPITAL 


(formerly The Retreat, Inc.) 
Des Moines 12, Iowa 


ELMLAWN (The Wilgus Sanitarium) 
Rockford, Illinois 


PINEWOOD 


Katonah, New York 


FAIR OAKS 


Summit, New Jersey 


FAIRVIEW SANITARIUM 


Chicago, Illinois 


RING SANATORIUM 


Arlington, Massachusetts 


ROGERS MEMORIAL HOSPITAL 


Oconomowoc, Wisconsin 


FOREST SANITARIUM 
Des Plaines, Illinois 


GLENSIDE 


Boston 30, Massachusetts 


ST. CLAIR HOSPITAL 
Detroit 14, Michigan 


ST. JOSEPH SANITARIUM 


Dubuque, Iowa 


4 


